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m m w 

mfSiMM n . •^<^3t'&^<^ cDNA \t 1989 =>-^$tL;fco 

H C Vig^ Id® Hi- S FF2^^ f^SW'ltfi'fbi- S #tl!c;as «9 > r tb(j:#v ^'^m^^ 
ttT *3 t) , H C V^lfe^ (^If fa^^m ^i:^m ^ o T V n 6 „ 
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-t-'5:^fe3i5^tU ^tlfc (Fire A Nature 1998 ^ 391^ p.806-81l)o ^(O 
:fe-^fe{iR N A-r l^d^-^a^TV^^:^ (RNAi) t iq^titt.-^^^^R N A (dsRNA) 

^^mmmhi-i. mMm^^m^tz.i^m. hcv<drna chcv-rna) \<im 

-r^i^*>*BPJ(ix g;T(^ (1) ~ (13) Sr»^i-So 

(1) CMfff3^^!>^>'l^^ (HCV) ORNAtc:^b-CiB^iJ#^6<]}ii|§-6^-t"S^ 

(2) HCV(??RNA13::^ b?fe^#Tt?^^^:/y ^5^'<X-t■5^ -h 
IB ( 1 ) \z.mm<D^V =^V:^^^ K^^o 

(3) Hcv(DRNA(D 5' fmmm^(omm t V :^'r ^ ^ t ^^w. 

(5) Il2|c^RNAT'fcS> JbIB (1) lJ:|5m<^;t- ^ P 

(6) II:i:;6Si9~23bpT'fc5> J:i|B (1) t^fS^c^:^ ^ y l^:^^ 

(7) BB^J#-^2 0~3 4 i^:^*^ KSa^iJtr^i-S:^y =^'y Ji^^iJ^ w 
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(8) ±IB (7) \:imm<D:tV ^V^^^^^^h^t^m^ti:mm^^ir?>H 

(9) ia3?ij#-i-4 7~5 5t;i^i-:5?^ i^^^ KBa^|J^^l^3v^-c5e^-r5 i9~23 

(10) -LIB (9) KUM(Dy^V =^V ^^1^ i^^^ t^^^ti:my^l^^-f-^ 

(11) (i)~(io) izimm<D:tv =^v ^:t'f-v^^m.-r^-^^ ^ 

o 

(12) (1)~(10) t2:|B«<D;^-y =f y Jj^p?^ V':*-^ K^b< J*^^"^ K 

-^fcf* (11) i,zmm(D^^ ^-^"^^i^^^-^^c^^^^^^^o 

(13) (1) ~ (10) {ciB^<^;ry =^y ^'^iJ^ i/^^ K^fcfi-^-T'^ m 

43 J; W * la ffi |B*fe $ H S ^ ^ -t" ^ o 

mi Hcv-RNA(D 5' m(D0mmmm^^<'i^ ^—^^^j^'^^^'^^'^o 

m2n. HCV-RNA(^ 3'il!|(^^^miR:^t-*5ttS-^etJ^e~^fc«5t^^i-o 
in 3 A«. HCV (D^mW HCV-U HCV-BK. HCV-J (D RNA (D 5' m\(O0mm^^ 

7!)>ib='T^i^<D 500 i^S^^:■oV^T<7) cDNA SB^iJ^^-fo 

igSBf*. HCV<D^mWiK6. R24. S14J RNA (7) 5' b T 

liigO 500 ^&Ko\/^X(D cDNA |B?!]^^-f~o 

^ 3 C H C V (O^mm HCJ6. JFHl. JCHl <D RNA 5' iilcO^ISlR^^;?!^ b 
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=iT0^O 500 ^^^;lOV^-C<Z) cDNA@B^J^^"t" o 

m 3 D Ji. H C V (D^mW JCH3 JBOJ- HCJ8 O RNA <^ 5' m(D^^UWiW$.t^ = T 
^i^(D 500 :^SJ;:oV^-C(?5 cDNAia^lJ^^'t'o 

1114 Afi. #aHCV(^ 5' ^^|I^MJ^:*^b=iT^^(^ 500 ig^(;loV^T(D-^/^ 

'f-^ ;vr =7 >i :^ hOjfem*^— fB^^i~o 

HI 4 B ^SH C V O 5* ^ISi^^^d^ = T|H*^<7) 500 :^S(::oV>T(D-^/W 

1114 C(i. #aHCVO 5'#^^Il^^^:*^b=iTli^(^ 500 ^^^{C10V^TCD-^/^ 
^^^'/WT^-f 7^ h<^5^:S: (ill4B(0)^#) ^^^-fo 

HI 5 Att> pH77J6S> R6. R24L. R24S RNA <D 3' '(ia(^>^iaf^^*l£l-oV^-C<0 cDNA 

HI 5 B {i. HCJ6CH. JFHl. JCHl. 2bJ^030907 (O RNA 3' ^(D^MW.W^^'^^ 

V ^ r <D cDNA iB^IJ ^ :^-f"o 

me?*. siRNA^^jB^ Rz-HepM6jNBJia*5lcd5S^-f SHCV=tT>5'>'/-?i5^fi^OM 

H17{*. siRNA^iP^HCVi/:7'y =i i/jis^^i-s^gti ^ op^^^-T. 

HI 8 1?-— ^Q-a-e^g^ Ufc siRNA (OWM ^ H C V y = ^yh^^^-lT^ 

HI9}*^ iJ^-Yi?-— ^atJi^i^l^^c siRNAO^JOi:HCVV':/y 3>'dS:^$S-f S 

|g 0J ^ ^M-r 5 ^ <^?^t?i 

^^^P^OHCV-RNAlC^UTiB^iJ^^e^Jt-^-^i-^^IJ =?RNAf^.3^^ b 

'f^llp:^S^^^tP'b<75'l5>a-^i--5o 3!c^M<^;^y =^RNAf*. HCV-RNAlCfB 

^ij#^^}^^'g--sitgf^;^y =rRNA-efcn{^#^-^JPI$tb>^ev^:^^ HCV(^1g^ 

|gSrPJ.#i--5^y =fRNA-Cfc5^i:;as0^UV\HCV-RNAlJ:iB^iJii#^6*)Jc: 

3^'^prigJ'i;*-y =i'RNAi bTf:i. m^^. HCV-RNAOia>?iJ^+B4ie*J^^iB?iJ 
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^^-r 5 ^ y =f R N A. H C V-RN At^MB^iJ i:+SM6*JJ^CiBi?iJ t m^^^m—^^Tr^ir 
^n^^ir^^V =rRNA.HC V-RNA<7)@a^lJ^^-t"SRNAi::^ h y 

s siRNA (i. mmp^-^^^^^B'f-i^y^^ ■:^vy4 x u-cy^ i^-^^ ur^^e^jit 

-TT'y iJ^-f XUT I FN^fl#U. RNase ^^tt-ffc-TS :i ^ J- J: o T^6^5t'^-T- 
Sr^>ff-t-2)^#x.bn'5o fe5V^{:i. Jig^jc: JioT^fi^RN A(D«5t^>fb^^r 
U-C^fRSriaWr-5^#;tbn-CV>-5„ ^^h. 2|s:|g|^^^:*5V^T. HCV-RNA 
mmtn. HCV(7)yyARNA (-^) <D@H^J. >^/i>.RNA/0^bfe^^tu 
fcmRNA ( + ^) OBB^JcOV^-mT*t5^V^;6S, b < J4 + ^(DiB^J-C*& So 

f^6. 5^|gJNfl»^-*5V^T. SiRNA ^t*. :;^-y rfRNAc^pf-C'tj^ -^(^S^^&S 19~ 
23nt (19~23bp) Ot><D^V>5o siRNA dS-:$:^Sr?l^^ UTV^Si^'^^ — 

_b(Diii-'i4-e*) ?) . ^ i-^f ^ I- < J* 9o%ii;jioi^-ti m^i-£ 9s%sk±(Dm- 

14) -CfcSo mSSB2?'J<^l^— Karlin and Altschul ^21 J; 5 T/V=f y Xi^ 
BLASTCProc. Natl. Acad. Sci. USA 90:5873-5877, 1993) ^iJl J: o T^^-T 5 ^ 

ids-e#So ^:(?DTyv=f'y XA^^lS<3v^-c> blastn^blastx i:ti?(ms-7"oi/ 

7 A;jS|B|g^n•CV^S (Altschul etal. J. Mol. Biol. 215:403-410, 1990)o BLAST 

t;is-^v>"c BLASTN },zxoxi^mmm^m^-r^m^\a-i.y-<9 ^-'^-i'ititx. 

fi score = 100. wordlength = 12 iri-^o *:^c. BLAST ^^:S-^V^T BLASTX iJl J: 
^Xr ^ yi^mn^M^-t^m-B-Ki-^. y<7y^—<^ — i'^f^t:^\t score = 50. 
wordlength =3 tir^o BLAST i Gapped BLAST >^D^^^7A;S:ffiV^5 ^-g- « > ^ 

l^i-i^^Xh^ (http://www. ncbi. nlm. nih. gov. )» 

Sambrook, J et al. , Molecular Cloning 2nd ed. , 9. 47-9. 58, Cold Spring Harbor 

-5- 



wo 2004/078974 



PCT/JP2004/00060S 



Lab. press, 1989. tj: . :^ h V i^i^ htj:^^hmm^x':^tiitm:M.mi3i-r 

Swtd5prii-cfe5o b y b-cti. M;t«. ^^-Tt/y 

y^-^— ixa :/^<?5Sfe#^-^3v^-c 42"C. 5XSSC. 0. i%SDs o#^#-efe 9 X 

<fi50^. 5XSSC . 0. l%SDSC0^#T'fe«9. $ b Cl^T * U < 65''C. O.IXSSC 

:Rtj«o. i%sDs (D0kWX'h^o mu. ^jf^-t'-v-a >'(d^ h y >'v^:z.i/v' 

^RNAff'T^M^^ti.S— :2|c^-efco-Ct><J;< . -'ji^^x:^^ J>•-J^- 

J;<. ^<^:g^«P5^^tbJfeV^ 3^^0>^(D;t-y =fRNA<DS$ ^ UTJli.'£?!j;tf^. 

5-1000 m.^ {-:^m.<om^\^\-^. 5~iooobp) -e^ 9 . ^ep^ b < io~ioo 

(-:*:m<D#'^tc{i. 10~100bp) -efc«9. $ b l^l^f^ b < 15-25 IfeS (H:*: 
0<?5:^'^(;iJ*. 15~25bp) T'fet). #1^0* b<f* 19-23:^^ 
t*, 19~23bp) "CfeSo 

2|c^l^^^:*3V^T0*bv^::^y =fRNAJi. iB^J#-§- 2 0 — 3 A\z.mirp^^ l^:^ 
^ KSBM^^-rS^y =^'RNAT*fe'9s bV^t>(D ^ bTia^J#-i-2 0- 

2 5{^:^-r5^i5' l--:^^ KiB^'J^^i~'5^y =^'RNA;eiS^if fetb^o ^:^c. :2i5:^PJ 
^C^3V^T0^bV^-ft!l<7);^-y =fRNA^ bT. Ba^lJ#-^4 7 — 5 5 \z.7f^-rp^^ 
f-VWMK^n^'Mm'^-k. 19—23 i^»^b?^e5:5?^ u-:^^ KBB>?l|-t?^^tLS;^- 
y =fRNA:dS#lf btb^o 

:*:^l^^c*5V^T^*bV^:Ei^:^&<^:^y =fRNAt bT. '9f!j;t(^±^@B^iJ#-^ 2 

0-3 4lc^-r^j5'i^;r^KBH^J<Sr^i-S^)^ =fRN A i:*iM6«)'&iBi^J^^i- S 
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^ X-r^^V =?RNA. ;5^T^±IBgB^J#-§-4 7~5 5 {H^-T^ tJ' l^:^^ KlB^Jt^l 
jSitSiSi^bfc 19-23 ^ KiB^Jtr^$H^:^y =^'RNA 

itB4i6<J5^JtSB?'J^^i~'5HCV©RNA^^. fe^V^ft^:^y dt]):^^^ 
Yhy^ h y hJ5:^#T-^^^'l'>^y i5*'^^1"SHCVORNA^^^;^ h 

y ^/e;^^^' ^/^^#T-C♦/^H'yy i5^^X-t-S;^-y =?RNA:dS^tf bttSo 

-efett?i> wtte><D:;ry ^^rna^;^ h y ^^v^rr.^ h/^^#TT'^^-^:/y ^^^-r x 

-fSHC V<DRNA-^^^6;l^'g:^<DHCV«^^::Jb*V^-C^Jrt-^^i■S - ^^^"C*^ 
::ttb<?5^y =?RNA©«aji: bT. '6?!l^{^JilBga^J#-§-2 0 ~ 3 4 {Jl^-f^? ^ 1^ 

^ x^Hr^ K@B^J;a^f>'fc«!) > ;6^oH C VC^RN A i:^^-r ^ y ^5^-1* X-f- S ^ J: o 
-C H C V (Dlt^ ^ PJ-W b# ^ <7) ^5^lf ^ tb S o 

wm. -e#5;e-y=?RNA^^j^;-r5 itisiB^ij ^■^^^^-^'^ Ymn.tm\-f 

HC VcDRNAfi.*^! 340 ^iJ' U'::^-^ V<D 5' m<D^^Wi^^ (5' #^^f^^^) s 
9400 ^^Uit^h^i)^hti:^^-^l^ ' y-T^f^-^- :7 1/-A(0RF). ^ 50 

■§-12-1 9\z.7r^^&mmn%:^-r^mm) -e$>9. #{c^*u<t* 5' ^mm 

■y--r h (Internal Ribosomal Entry Site : IRES) T'^^l^^-rS 
TJ^^^m^^ii'^^'^-^^o HCV© S'l^lffllR^iiK-^IRES. ;^7"A^J|Klc:oVNTi:i 
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^le:#< <^^^;6SfeS (Kato. N. et al. , Proc. Natl. Acad. Sci. USA., 87, 
9524-9528, (1990), Proc. Natl. Acad. Sci. USA., 88, 2451-2455, (1991), J. 
Viol., 65, 1105-1113, (1991). J. Gen. Viol., 72, 2697-2704, (1991). Virology, 
188, 331-341, (1992)% Tsukiyama. Kohara. et al. , J. Virol. , 66, 1476-1483, 
(1992). Honda Masao. et al. , J.Virol., 73, 1165-1174, (1999). Honda Mas ao 
etal. , RNA, 2(10), 955-968, (1996). Sasano T. et al. , Genome Inf. Ser. , 9, 
395-396, (1998) . Ito T et al. , J. Virol. , 72, 8789-8796, (1998) . Kamoshita 
Netal., Virology., 233. 9-18, (1997). f^tl. Ell S.t>'|2! 2 td. HCV-R 

NA(D 5' ^mmmmRxj^ 3' ^mmmm^i^n^-^^ti^-ikmit^^ir, 

CV(DmtVX\-t. m^lt. HCJ6. HCJ8. HCV-1. HCV-BK. HCV-J. JCHl. JCH3. 
JFHl. R24. R6. S14J. pH77J6S (GenBank Accession no. AF177039) . HCJ6CH. 
2b_AB030907 fi: ^tm^f ^tl^o CK^ <t 5 ''^st^^^Mt^^'fe 5ltm<^H C V-R N 

(D Hcv at^^ia^ij (D^x^m — M ^^m^^ t . m^u<D h c v r n a sb^o 
^m^±(D^^^^-r^o r^-T?. m^m<DHCY ti'i. mm. 3 mm&^±(DH 
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if ^^V^-r J:V\ P N Aii^ll#{i J: < ^ hMc^^X'h ^ (Nielsen Peter E. . 
Methods in Molecular Biology, 208, 3-26, (2002) . Braasch Dwaine A et al. , 
Biochemistry, 41(14), 4503-4510, (2002). Koppelhus Uf f e et al. , Antisense 
Drug Technology, 359-374, (2001) , Nielsen Peter E. , Methods in Enzymology, 
340, 329-340, (2001)). ±15:^ y =?RN A ^ l^i^l-. @E^iJi|^^6^(-HC V-RN 

\.Xn. m^it. 5~1000:^S i-:^m(Dm^i^i-i. 5~1000bp) -Cfo«9> ^EF* U 
<}i 10—100 {-:^m<Dm^i^i't. 10~100bp) ^9 . $fe}C0*U<(i 

15~25:^^ (~:^m(Dm^i^i-i> 15~25bp) -efc«9. b < 19—23 it 

m (iL:^m(om^\^ti. i9~23bp) -efcSo 

^/JS-RTtiT'fe^o M^ti. Nature Biotech (2002) 19, 497-500 (CfS^^n 
tRNA ^n^ — ^5^— . U6 T/n^—iJ'— ^;65^Jf &tL5o 

r o^'g'. y =f R N A^ fc{*-<:/^ Ki^m<^:S: ^ 19-23 m.mmm tir^:it 

Tii^MMxh^o ^tcms^Ps<D':rx:i±i^:y^^mxmm\^m^-h<D^^^-t^^t 

^lOD^-g-tCf*. S6^i:i-5gB^|J%'^tpJ;t)ftV^ia^J^^-t-S:^y =^R 
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RNA (dsRNA) (Dicer) t^^fiti^^Mm^XoX Zlmermm^^M 

^tlX siRNA (short-interfering RNA) tti:^. RISC (RNA-induced Silencing 

Complex) tm-tti^m-^i^^r^'o . Mf)-hm^^Mc<^^(D^^m^\i^no 

fzL mk ir^^ir^ t^^hfhX\/''^ (Bernstein, E. Nature. 409:363-366, 
2001; Hammond, S.M.b. Nature, 404:293-296. 2000) „ fe5VN«*fc. Tfi|g<^>5^ 
?rfflV^T^*?) siRNA in vitro "C^i^ bTffi ^ hX'^ So 

jvm. mmm. mm. ^^Mti:}f(Dmmm.m.mt\.xmm-r^^t-d^x^. 
i.mm^mmt-t^:^ti!>^xt^o :Lfhhi±'^mi^vf:L:d^'oxmm-t^^t^^x 

■So 

xwMmzmm^mmi^'^^^^i^BmKmm't^o ^hi^i-i. wm^. mmm 

HPSb^ 0^UV^S^ffiV^5;l^:6S-etSo -^JXLf^s 0. 001~100mg/kg. ^if^b 

< n 0. i~iomg/kg (D^H-eiS#-r5 r t ds-e# sd^^i-PS^-r s ^><^-eJ*'^cv>„ 

Jb|B*BPJ<^^y =?RNA*fcfi-<>^^K:^^SrHCVORN 

in vivoSLtJ^ in vitro <7?^::i^-CH C V ^-^tf *feitt-^tp:J3-?:tb<^feSi?-^^:7^ 
;ut:^mm(D^V =fRNA^fctt^:?'^mmi:^^M$iJ:Sr tSr-^tfo HC 
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mmm i sirna (dm^ t -t^^mmcp^^ 

igatd HCV (D^M^"^^^ HCV-1 (GenBank Accession no. M62321). HCV-BK 
(Accession no. M58335) ^ HCV-J (Accession no. D90208) , R6 (Accession no. 
AY045702)^ R24. S14J^ HCJ6. JFHl (Accession no. AB047639) , JCHl (Accession 
no. AB047640). JCH3 (Accession no. AB047642) ^ HCJ8 (Accession no. D10988) 
© RNA<D 5' m(D^mWim^-^^h=^ Tmi^(D 500 it^lCOV ^-C <D cDNAga^J<S:^i-o 

0 HCV lJii3V>-ci^— 14:65 9 5 %gJLJi-efc5^*iKd^fe. (^IS^^^6^ i: 
bTia^J«i#^6<J{-J^-^b#-5 siRNA ^^tfb/Co 

l^l^lcl, msfJl^Ufc PH77J6S (Accession no. AF177039) , R6. R24U R24S. 
HCJ6CH (Accession no. AF177036) . JFHl. JCHl. 2b_AB030907 (Accession no. 
AB030907) (^SE^Jd^bx l^i^tci 3' '(il<D#iaiR|S*iKJ-oVN-C-^/V^7'yV'T ^-T 7« V 

d^b. :i(Dm^^W:^t vxmmwm^i^^^\^^^ siRNA^^tf-uifoo 

f*i. siRNA jiiBSH^Jln— 'I4^##.bt:isfht-sfife.> SiRM*^fPiAiii:tu"eiS: 
t|-rSi:^;65^*UV\ i: 5 HCV RNA <7)z:^fe^at^^>#MU-Cl^ff- 

-r6 ^: i: :6S^^ UV^o 3'UTR<^/V— :7'«3tSLtJ^^<^3£^Sr|g6<Ji■t- 

mtkm 2 SiRNA -^fife 

l (^)^:l:^-S<5^/^T. HCV^'J^Vi>.};:>^b-C 21nt SiRNA 

(?5ga^J^^ff-Lx Silencer siRNA Construction Kit(Ambion cat. no. 1620) <D 

:/a /wictJ^v^. 3' 5feS^t3:T7:/D^— ia^ij^-^t?;t-y =^55^ 1^:^^K 

Sr-a-^bfdo ^^^^J' 1^:^^ lOO/zM {cpj^^. 17^7-1' 

-i:>'>-f iJ^^X^iir. Klenow^^tClT 2 DNA ^ UT T7 37^0 ^— 

-11- 



wo 2004/078974 



PCT/JP2004/000605 



2 RNA t ^#-t-S 1 :^m(Omi^^i^^ RNase IClJ: «9^©fU. siRNA 

^f^^bfCo fti|l6^tc:'^^^ttfcl5~30Mg/reaction<75 siRNA ^ RNase f ree <D 

-g-^bfe SiRNA @B^J^£JtT(=i:^i-o i^^ mb<^ia^'ids*i-iS?i-5 HCV (R6^) 

(DiH^J (Accession no. AY045702. @a^J#-i- 5 6 ) ^(D^ ^ V^-^^^"^ 
1) 5'-UTR <S:^6^^i-S siRNA 

Rl-siRNA; 5' -GGAACUACUGUCUUCACGCAG-3* (21 Mm (SB^lJ#-§- 2 0 ^ 53-73nt) 
R2-siRNA; 5' -GCCAUAGUGGUCUGCGGAACC-3' (21 M^ (BB^J#-^ 2 1 ^ 139-159nt) 
R3-siRNA; 5' -AGGCCUUGUGGUACUGCCUGAU-3' (22 m.&) (@a^lJ## 2 2 ,278-299nt) 
R5-S iRNA ; 5' -GUCUCGUAGACCGUGCAUCA-3' (20 (SB^lI#-^ 2 3 . 325-344nt) 

R6-siRNA ; 5' -GCGAAAGGCCTTGTGGTACTG-3' (21 l^m) (SB^J#-f - 2 4 . 273-293nt) 
R7-siRNA ; 5' -GTCTCGTAGACCGTGCACCA-3' (20 i^K) (BB^i#-^ 2 5 . 325-344nt) 
R5L-siRNA; 5' -GUCUCGUAGACCGUGCAUCAT-3' (21 (iB^IJ## 2 6 . 325-345nt) 

Rlmut-siRNA; 5' -GGAACUACUGUCUUCACGCAG-3' (21 MM) (iB^IJ#-i- 2 7 . 53-73nt) 
R2mut-siRNA; 5' -GCCAUAGUGGUCUGCGGAACC-3' (21:^^) (SB^J#-i- 2 8 a39-159nt) 
R3mut-siRNA; 5' -AGGCCUUGUGGUACUGCCUGAU-3' (22 MM) ( SB ^'J # 2 9 , 
278-299nt) 

R5inut-siRNA; 5' -GUCUCGUAGACCGUGCAUCA-3' (20 MM) (IB^'J*"^ 3 0^325-344nt) 
R6mut-siRNA; 5' -GCGAAAGGCCTTGTGGTACTG-3' (21 MM) (BB5?IJ## 3 1 .273-293nt) 
R7mut-siRNA; 5' -GTCTCGTAGACCGTGCACCA-3' (20 MM) (@B^J#-^ 3 2 ^325-344nt) 
2) 3'-UTR ^^^t-r^ siRNA 

R8-siRNA; 5' -GGCTCCATCTTAGCCCTAGTC-3' (21 MM) ( IB # "i" 3 3 . 
9515-9535nt) 

R9-siRNA; 5' -GGCTAGCTGTGAAAGGTCCGT-3' (21 S ) ( SB # 3 4 . 
9538-9558nt) 
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^m-t-5m^5feS:bT*3l? (J. Biol. Chem.273, 9001-6 .(1998)). 4^111 Cre 
recombinase J: !5 HCV ik-i^/ (Genotype lb, nucleotide no. l~9611nt) ^ 
WU^^ir^ fc h*5lEflfiB^|5^Rz-HepM6 ^^^b. bfc„ Rz-HepM0 

10%!> i/fl&j^jfiL?t (REHATUIN cat. no. 1020-90) ^^tf Dulbecco' s 
Modified EAGLE MEDIUM (NISSUI cat. no. 05915) (dH^SU. ZA^K^^— hKl 

>>ai/wfcfcit) lo^^c^Mtfi^^. ar'C. 5%C02-e— 

50~70%<D t^K siRNA (D^A<^^T^.^ o fCo ir^J:t^-ib.2,0 nKD Oligof ectamine 
h 7 :/x^"7 3i^ i^a (Invitrogen cat. No. 12252-011) t 5. 5 m 1 <^ 

Opti-MEMl (Gibcocat. No. 22600) ^*Px.J:<^#b. ^iS-tJlt 10 :»-ra:a[e U 
fCo ^(D^. 5.0 1 ©-^^Ul/t 10 jtiM SiRNA ^ Opti-MEMl 40 Atl{2^#5^l-. 

200 M Opti-MEMl lC^^Lfci^Jia(3:>01igof ectamine t*^^*P;tfc siRNA 

SiRNA 4 ^r^m. 3f&?tif{-fef::^ 30% (7) v-l&i^jfiL^fSr-^tP Dulbecco' s 
Modified EAGLE MEDIUM 125 jul ^Mk. 37°C. 5 %C02 "Tfit^-r^o Jfe^S^AP 24 
^Fra=^> ^J3S^ lysis Buffer (1% SDS, 0.5% NP40, 0. 15M NaCl, 0. 5MinEDTA, ImM 
DTT, 10niMTris:pH7.4)20/il {;i-C lililX HCV ^^Tl^'&^iy h (H^f*:^ cat. No. 
14861) ^ffiV^T HCV =iTi5^ V/N°^M?r^»byho 

m6\Z., SiRNA t Rz-HepM6 mS^W:d^M^^ ^ HCY =^ T ^ Mt (D 

o200 fi M <D^ SiRNA (Rl-siRNA,R2-siRNA.R3-siRNA.R5-siRNA.Rlmut-siRNA. 
R2mut-siRNA> R3mut-siRNAs S.T^ RSmut-siRNA) ^^*P#. ^ ^ /l-:^^'?'^^^ 
■rS^T^S' W^i^«?r ELISA^£-e^*bfcio ^iPbfc^TO siRNA f:S = T ^ i^^-? 
i^^O^-a-^trP^bfc^i^ #(CR3. R5i-i.^(Di'fm^mSi<. ^fci^S@H^lJ<^^^tt 
t>]l5V>;i^;DS|i^^;h.fCo ^l^xbO^^^Aia^iJ-efc^ R3mut R5mut 

HCV-RNA (D=i}l'—^^m&-t^fc^i^ HCV-RNA (D'Pi^iU:^— t bX 

;^^yv^5|505^vc^;7 3,7.— ^Jt-^^tr^Abfc^O^^^bfCo Krieger b (J. 
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Virol. 75, 4614-24 (2001)) 0:fe■&^^:^^&V^^ HCV it -fe^*^ Internal Ribosome Entry 
Sit e (IRES) (D iCT IC^ ^Wt^at^-? ^ B-a-'T S ^ 

d^^^AbfCo In vitro T'^I^RNA ^-g-^:^. ^Wi5^ h n ^ Ix— 3 Vfe-C Huh7 
(Japanese Collection of Research Bioresources) d^AL- G418 Wii^i^ ^ 

^i^tvx^mi^tio Tfc^/V'- /i'v':7rc7— ^Hcv u^y^^-^ia (Huh-3-1) ^ 

5 % iJ' v^l^i^jfiL^t (Hyclonecat. no. SH30071. 03) ^-^tf jJ^/P-^ y =« MEM (Gibco 
cat. no. 10569) \Z.mm\^ 96 :a:>^U— h {31 5000 ^flJJS/Well T?^#> 5 %C02, 
37OQ-^._;^j0^^;/^^^ |^20^r^^. :|^f^Lfc siRNA ^ Well fcfc9 10Mi:t3n^x 
$bt-30rfli#^|bfci„T5^-fe'l'>^W— b{*2^^^^b>lO{iefe:7'lx-b, 

i^^^T^. B-^Zf V— b Steady-Glo Lucif erase Assay System (Promega cat. 
no. E2520) {CffiV>fcio -T^Jti^^. Well fefc 19 100^ 1 <^t^:^^An. 3~4 Ie] 
h-e?!-^^ 5:^^:^M#tJ: 1450 MicroBeta TRILUX (WALLAC) (dT/^^; ^ 5/-fe 

-g-^Ufc siRNA fmTO>^fe-eHCV W>^y ^^-Mf-^AUfCo -r3^^*3*>s 96 
p!^-7»V,_ 1 !?rc/Vfcfc«9 10000 3 7°C. 5%C02-e— 

LfCo JNBJ8a^^>as 50~70%O^#J3l siRNA <D^A^^f ^'^o fCo •t"?fet:>*>^ 1. 5/il 
<D TransIT-TKO h 7 >';=^ 7 oi ^ a >'f*;^(Mirus Corporation cat. No. MIR2150) 
t 25/Lil (DOpti-MEMl (catano. 31985) ^mV<mW^^. 20^mnmi^. 0.125 

-1. 25 mi<^ SiRNA ^jsi?. m-^i^i^i^MW^^^ hiz. 20 ^mmmi^f^o :i(Dmm^ 

-T?— ^^#bfc„ r(?5^Ji&^fflV^-Cl^:/y a^-TiX^'l'^ffJ^Cofcio siRNA 

InM, lOnM, 30nM, lOOnM IC^^C^S J; 5 (-JDx.. TransIT-TKO f7i^:^7:t;J^v' 

(DrnTb^hmi-Bl^. si^A^miM<D^^%: 100% i: UT> # SiRNA <D?SttSr^Wb 

ia7t;isiRNA»^Hcvw:7'y =^:yf)mm'r^f^i^t<Dm^^^irommR3, r5, 
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— tBM^#^"t?fcSia^JR3mut, R5mut, R6mut, R7mati-t^(D^M1l)^1^M%^int^fc}i>^ 

iB^jR3, R5, R6, B.7 \^mmm^mmmti:iffi^ ^^^if^m^^-T t^x-^ti^o 

mmm 5 rna f ^ v;^ :7 ^ 3 i^^^hmcp^^ 

Silencer siRNA Labeling Kit (Arabion cat no. 1632) ^fflV^tT/n /l^ 
iJlti^o-C Cy3 -e siRNA ^=^^Lfc„ i-/.et?*>. RT-siRNAlO^M (19. 2m D 7. 5 

Mi(?DCy3 ^-<y :^^vm^M^. 50ai1 4'T?37'C. 1 ^^jg^fe ufc^^-e^^^Sr 

tTT^fofCo 5/il(D5MNaCl 2. 5 99. 5%^^ / — /V^AP;tT-20'C-e3i 

/ — /vefc^^ff ^£o/Co 4°C. 15000 m^/^O^^L^-e Cy3 WM(0 siRNA ^HI 

IlKUyho m^^^f^ SiRNA <©^*JiCy3 (D^iS5iU-Xt^^^R%^Wit^hW^\^tc 

(http'-//ww. ambion. com/techlib/append/base_dye. htmDo 
mhnti Cy3 ^l§5 SiRNA ^ TransIT-TKO h ^ 7 i?' a :/^^^fflVN"C^ 

tfflV^^^SS^*^ib®^^* 510nm. m.U^^ 550nin tffeofCo Cy3 "C^ilife^tL^i^ 

m-i:^Pf(Dm 90%T'fe«9. #^SJ-ii5v> h^:/^:7aijJ^i/3 i^^^-efcs:: ^:dspj 
mmm e t^i j: s si-rna (^>iiM 

HCV R6 (Accession no. AY045702, ia^!l## 5 6) ^f^Mt ^ 1 

Ufc^. T7 RNA :a^y P« (^?!l;tf^^ MEGAscript T7, Ambion Inc. cat # 1334) 

^SrffiV^Tife^^J^: (20 m1vo1x4^Pb^) ^^to T RNA Sr-g-^ T:ffn^:^^ 
j\^mM.^WiXBtfytti:^:k^ ^(D:z.:^m RNA ^ItBbfc (SiiiE^ siRNA-i~tu^ 
'(z|s:siRNA-9.SH^J#-^4 7~5 5 )o^SfeV^-eDNaseI ?SrffiV>X IS^m^Jt^^-^ti^. 
LiCltfc^U> Nuclease free Water 20 /zl \^^M\^. !S^^{-"C RNA U 
(total ^ 30~60 ng dsRNA / reaction) o 

*1 
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11:2^0 RNA ^ 


^^^r-^— 1 




tfriE#: siRNA-1 


Ds5-41-S25 


Ds5-612-R23 


tffM<$: siRNA-2 


Ds5-41-S25 


Ds5-857-R25 


tniE'l^fe siRNA-3 


Ds3-8864-S25 


Ds3-9537-R25 


tul^ft: siRNA-4 


Ds3-8864-S25 


Ds3-9611-R23 


ttlMHi siRNA-5 


Ds5-41-S25 


Ds5-397-R23 


fu^<$: siRNA-6 


Ds3-9267-S23 


Ds3-9611-R23 


tfj^#: siRNA-7 


Ds5-201-S25 


Ds5-397-R23 


siRNA-8 


Ds5-261-S25 


Ds5-360-R25 


mmW- siRNA-9 


Ds5-311-S25 


Ds5-360-R25 



*2 





BB m 


Ds5-41-S25 


ACTCCCCTGTGAGGAACTACTGTCT (iB?IJ#-§- 3 5) 


Ds3-8864-S25 


AGGATGATTCTGATGACCCATTTCT (iB3^J#-^ 3 6 ) 


Ds3-9267-S23 


GCGGGGGAGACATATATCACAGC (iB?lJ#-i- 3 7) 


Ds5-201-S25 


TGGATCAACCCGCTCAATGCCTGGA (iB^lJ#-§- 3 8 ) 


Ds5-261-S25 


TAGTGTTGGGTCGCGAAAGGCCTTG (ga?IJ#-§- 3 9) 


Ds5-311-S25 


GAGTGCCCCGGGAGGTCTCGTAGAC (iH^IJ#-^ 4 0 ) 


Ds5-612-R23 


CCCTCGTTGCCATAGAGGGGCCA (iB^lJ#-i- 4 1 ) 


Ds5-857-R25 


AACCGGGCAAATTCCCTGTTGCATA (@B^iJ## 4 2) 


Ds3-9537-R25 


GACTAGGGCTAAGATGGAGCCACCA (ia^lJ#-^4 3) 


Ds3-9611-R23 


ACATGATCTGCAGAGAGGCCAGT (IB^'J*-^ 4 4 ) 


Ds5-397-R23 


GCGGCGGTTGGTGTTACGTTTGG (ia?lj#-i- 4 5 ) 


Ds5-360-R25 


TTAGGATTTGTGCTCATGATGCACG (fia^J#-i- 4 6 ) 



^\Z. Gene Therapy Systems. Inc. O Dicer siRNA Generation y h (Cat # 
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T510001)S^^V^aO~20 fig dsRNA 5^ h Dicer >'/-^^ K 10 unit (20 
nl)\Z.XRJt^ (RJi^mM 100 Ail. 16~20 0m) VfCo Dicer i^x^m^tifcm 
^c^-Tjc^RNAM'^iJfel (d-siRNA) ^3% T:ff^—:^^^^n.^^Wi\^Xmm^. 

^^y V\^Hm,(r>^y J>'\^Xf^m.t^hmz.^^m^mk ^l^*Ufc#. :ftll^lei22bp 

mfe '1^117 siRNAOD jy$/3 >^ (1) 

^M^^lQX^-^^COwrMW- siRNA-l~BUili#: siRNA-6 siRNA 

4 {ClB^ Ufc TransIT-TKO h =7 i^;^ 7 ^ a Vf^;^ (Mirus Corporation 
cat. No. MIR2150) Srffl V^•C 1 ~50 nM (D^g^-T?||jffe01J 4 t?^V^fc7)Ni5^/U • /l^v- 

7 ^ Hcv 1^:7"!; =3 :/jN8flS (Huh-3-i) fc^AU. 24 0mW^^^^^':^ — 

-^Stt^aiJ^b. ^^j7^/l^;^^?^'l4^^i?)fCo jisg^^Hl 8 {C:^i-o f^> siRNA-p53 
^it-fe-^^pSS ^iJ^'l'f— ^aU^ siRNA <lr^;tJDUfc:JS:i:^:^b> Mfl^f^^H 

^(D^m. y-l'i^-t?iiSgbf^l siRNA W:?tM^fe#6tJJJ: HCV i^r/y ^li^tT^miSilS^ 

mjfe'gyS siRNA(7) h7Vx^:7 3i^iX3 (2) 

m£^?iJ 6 -e~:*:i^(?5H&iE#: siRNA-7~S5ig#: siRNA-9 ^^e>P3^bfc siRNA 
MMM 4 j;i|2^ bfc TransIT-TKO h ^ 7 ^ a ^^^^ (Mirus Corporation 
cat. No. MIR2150) S:^ V^T 3 nM * fcti 1 0 nU (DM^X^^ ^ • /Pi/:7^^— € 
HCV l^T^y ='>'^J3a (Huh-3-1) (C^Ab. 30^r^*fc:{*54^ram{->'^v^:7a.7 

^(Di^^. ? ^ P^tC, y^i^-- -e^SSUfc siRNA dS?!lS^fe#6<Jt3: HCV 

i^Jt.±P5ztibfc J: 5 *^0JJ-J;oT. HCV-RNA{3:*f bTBB?iJ#M6<JlJ:^ 
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1. Cmf^^^4^\^:^ (HCV) <DRNA},zMl.X^m<^M^i^^^-f-^:^ 
3. HCV(^RNA0 5' ^|^f^^:^<^ia^J ^ ^^-T :^ y X-f" 5 r ^ 

^^<D6a^ji^N>i'yy t5^-rx-t-5w^^«i#m^-rs. tt^^sitena^o^^y =fy 

7 . @B^ij#^ 2 0 — 3 4 {ci^f ^ ^ i--^^ Kia>?ij^*i-s ;^ y y ^ 

8. f»*:®7}::|S«(D:^-y =fy iJ^ ix:;^-^ Ki:*@M6«j;fcga^J^^i-SHC 
9 . @B?iJ#-i-4 7 ~ 5 5 W::^^ KiH?lJ^^:^3V^•r5SJ^i"5 19~23 

cvoRNA^^. fe5v^«^;^y =fy p-j^^^ Kt;^ h y ^^V'=c-^vfii%: 

1 1. ft*^l~l 0{CfBS«^:^-y =^^y^'^iJ^W;d-9=-K^^mi-S-<i5^i5'-o 

1 2. ft^:Sl~l OiJ:|Bm(D:^-y =f y Ji?^ ^ l^;^-^ K^U < m 
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EISA 



HCV-l 

GCCAGCCCCCTGATGGGGGCGACACTCCACCATGAATCACTCCCCTGTGAGGAACTACTGTCTTCACGCA 
GAAAGCGTCTAGCCATGGCGTTAGTATGAGTGTCGTGCAGCCTCCAGGACCCCCCCTCCCGGGAGAGCCA 
TAGTGGTCTGCGGAACCGGTGAGTACACCGGAATTGCCAGGACGACCGGGTCCTTTCTTGGATCAACCCG 
CTCAATGCCTGGAGATTTGGGCGTGCCCCCGCAAGACTGCTAGCCGAGTAGTGTTGGGTCGCGAAAGGCC 
nGTGGTACTGCCTGATAGGGTGCTTGCGAGTGCCCCGGGAGGTCTCGTAGACCGTGCACCATGAGCACG 
AATCCTAAACCTCAAAAAAAAAACAAACGTAACACCAACCGTCGCCCACAGGACGTCAAGTTCCCGGGTG 
GCGGTCAGATCGTTGGTGGAGTTTACTTGTTGCCGCGCAGGGGCCCTAGATTGGGTGTGCGCGCGACGAG 
AAAGACTTCC (ia^J#-i- 1 ) 

HCV-BK 

CGAmGGGGCGACACTCCACCATAGATCACT(XCCTGTGAGGAACTACTGTCTTCACGCAGAAAGCGTC 

TAGCCATGGCGTTAGTATGAGTGTCGTGCAGCCTCCAGGACCCCCCCTCCCGGGAGAGCCATAGTGGTCT 

GCGGAACCXK5TGAGTACACCGGAATTGCCAGGAa;ACCGGGTC(mTCTTGGATCAA(XCGCT 

TGGAGATTTGGGCGTGCCCCCGCGAGACTGCTAGCCGAGTAGTGTTGGGTCGCGAAAGGCCTTGTGGTAC 

TGCCTGATAGGGTGCTTGCGAGTGCCCCGGGAGGTCTCGTAGACCGTGCACCATGAGCACGAATCCTAAA 

CCTCAAAGAAAAACCAAACGTAACACCAACCGCCGCCCACAGGACGTCAAGTTCCCGGGCGGTGGTCAGA 

TCGTTGGTGGAGTTTACCTGTTGCCGCGCAGGGGCCCCAGGTTGGGTGTGCGCGCGCCCAGGAAGACTTC 

CGAGCGGTCG (SB3?!J#-^2) 

HCV-J 

ngggggcgacactccaccatagatcactcccctgtgaggaactactgtcttcacgcagaaagcgtctag 
(xjatggcgttagtatgagtgttgtgcagcctccaggaccccccctcccgggagagccatagtggtctgcg 
gaaccggtgagtacaccggaattgccaggacgaccgggtcctttcttggatcaacccgctcaatgcctgg 
agamgggcgtgcccccgcgagactgctagccgagtagtgttgggtcgcgaaaggccttgtggtactgc 
ctgatagggtgcttgcgagtgccccgggaggtctcgtaga(x:gtgcatcatgagcacaaatcctaaacct 
caaagaaaaaccaaacgtaacaccaaccg(xggccacaggacgttaagttcccgggcggtggtcagatcg 
ttggtggagtmcctgttgccgcgcaggggccccaggttgggtgtgggcgcgactaggaagacttccga 
gcggtcgcaa 
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03B 



R6 

GGGCCAGCCCCCGATTGGGGGCGACACTCCACCATAGATCACTCCCCTGTGAGGAACTACTGTCTTCACG 
CAGAAAGCGTCTAGCCATGGCGTTAGTATGAGTGTCGTGCAGCCTCCAGGACCCCCCCTCCCGGGAGAGC 
CATAGTGGTCTGCGGAACCGGTGAGTACACCGGAATTGCCAGGACGACCGGGTCCTTTCTTGGATCAACC 
CGCTCAATGCCTGGAGATTTGGGCGTGCCCCCGCGAGACTGCTAGCCGAGTAGTGTTGGGTCGCGAAAGG 
CCTTGTGGTACTGCCTGATAGGGTGCTTGCGAGTGCCCCGGGAGGTCTCGTAGACCGTGCATCATGAGCA 
CAAATCCCAAACCCCAAAGAAAAACCAAACGTAACACCAACCGTCGCCCACAGGACGTCAAGTTCCCGGG 
TGGTGGTCAGATCGTTGGTGGAGTTTACCTGTTGCCGCGCAGGGGCCCCAGGTTGGGTGTGCGCGCGACT 
AGGAAGACTT (@B?IJ#-i-4) 

R24 

ACCCGCCCOn'AATAGGGGCGACACTCCGCCATGAATCACTCCCCTGTGAGGAACTACTGTCTTCACGCA 
GAAAGCGTCTAGCCATGGCGTTAGTATGAGTGTCGTACAGCCTCCAGGCCCCCCCCTCCCGGGAGAGCCA 
TAGTGGTCTGCGGAACCGGTGAGTACACCGGAATTGCCGGGAAGACCGGGTCCTTTCTTGGATAAACCCG 
CTCTATGOXJGGCGAmGGGCGTGCCXCCGCAAGACTGCTAGCCGAGTAGCGTTGGGTTGCGAAAGGCC 
TTGTGGTACTGCCTGATAGGGTGCTTGCGAGTGCCCCGGGAGGTCTCGTAGACCGTGCACCATGAGCACA 
AATCCTAAACCTCAAAGAAAAACCCAAAGAAACACTAACCGTCGCCCACAAGACGTTAAGTTTCCGGGCG 
GCGGCCAGATCGTTGGCGGAGTATACTTGTTGCCGCGTAGGGGCCCCAGATTGGGTGTGCGCACAGCAAG 
GAAGACTTCG im^m^5) 

S14J 

AGCCGCCCCCTAATAGGGGCGACACTCCGCCATGAATCACTCCCCTGTGAGGAACTACTGTCTTCACGCA 
GAAAGCGTCTAGCCATGGCGTTAGTATGAGTGTCGTACAGCCTCCAGGCCCCCCCCTCCCGGGAGAGCCA 
TAGTGGTCTGCGGAACCGGTGAGTACACCGGAATTGCCGGGAAGACTGGGTCCTTTCTTGGATAAACCCA 
CTCTATGCCCGGCCATTTGGGCGTGCCCCCGCAAGACTGCTAGCCGAGTAGCGTTGGGTTGCGAAAGGCC 
TT6TGGTACTGCCTGATAGGGTGCTTGCGAGTGCCCCGGGAGGTCTCGTAGACCGTGCACCATGAGCACA 
AATCCTAAACCTCAAAGAAAAACGCACAGAAACACTAACCGTCGCCCACAAGACGTTAAGTTTCCGGGCG 
GCGGCCAGATCGTTGGCGGAGTATACTTGTTGCOJCGCAGGGGCCCTAGATTGGGTGTGCGCACGACAAG 
GAAGACTTCG (gB^J#-^6) 
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HCJ6 

ACCCGaCCTAATAGGGGCGACACTCCGCCATGAACCACTCCCCTGTGAGGAACTACTGTCTTCACGCAG 
AAAGCGTCTAGCCATGGCGTTAGTATGAGTGTCGTACAGCCTCCAGGCCCCCCCCTCCCGGGAGAGCCAT 
AGTGGTCTGCGGAACCGGTGAGTACACCGGAATTGCCGGGAAGACTGGGTCCTTTCTTGGATAAACCCAC 
TCTATGCCCGGTCATTTGGGCGTGCCCCCGCAAGACTGCTAGCCGAGTAGCGTTGGGTTGCGAAAGGCCT 
TGTGGTACTGCCTGATAGGGTGCTTGCGAGTGCCCCGGGAGGTCTCGTAGACCGTGCACCATGAGCACAA 
ATCCTAAACCTCAAAGAAAAACCAAAAGAAACACCAACCGTCGCCCACAAGACGTTAAGTTTCCGGGCGG 
CGGCCAGATCGTTGGCGGAGTATACTTGTTGCCGCGCAGGGGCCCCAGGTTGGGTGTGCGCGCGACAAGG 

AAGACTTCGG (SH^(l#-^7) 
JFHl 

ACCTGCCCCTAATAGGGGCGACACTCCGCCATGAATCACTCCCCTGTGAGGAACTACTGTCTTCACGCAG 
AAAGCGCCTAGCCATGGCGTTAGTATGAGTGTCGTACAGCCTCCAGGCCCCCCCCTCCCGGGAGAGCCAT 
AGTGGTCTGCGGAACCGGTGAGTACACCGGAATTGCCGGGAAGACTGGGTCXTTTCTTGGATAAACCCAC 
TCTATGCCCGGCCAmGGGCGTGCCCCCGCAAGACTGCTAGCCGAGTAGCGTTGGGTTGCGAAAGGCCT 
TGTGGTACTGCCTGATAGGGCGCTTGCGAGTGCCCCGGGAGGTCTCGTAGACCGTGCACCATGAGCACAA 
ATCXJTAAACCTCAAAGAAAAACCAAAAGAAACACCAACCGTCGCCCAGAAGACGTTAAGTTCCCGGGCGG 
CGGCCAGATCGTTGGCGGAGTATACTTGTTGCCGCGCAGGGGCCCCAGGTTGGGTGTGCGCACGACAAGG 

AAAACTTCGG (gB^!l#-^8) 
JCHl 

ACCCGCCCCCTAATAGGGGCGACACTCCGCCATGAATCACTCCCCTGTGAGGAACTACTGTCTTCACGCA 
GAAAGCGTCTAGCCATGGCGTTAGTATGAGTGTCGTACAGCCTCCAGGCCCCCCCCTCCCGGGAGAGCCA 
TAGTGGTCTGCGGAACCGGTGAGTACACCGGAATTGCCGGGAAGACTGGGTCCTTTCTTGGATAAACCCA 
CTCTATGCCCGGCCATTTGGGCGTGCCCCCGCAAGACTGCTAGCCGAGTAGCGTTGGGTTGCGAAAGGCC 
TTGTGGTACTGCCTGATAGGGTGCTTGCGAGTGCCCCGGGAGGTCTCGTAGACCGTGCACCATGAGCACA 
AATCCTAAACCTCAAAGAAAAACCCACAGAAACACTAACCGTCGCCCACAAGACGTTAAGTTTCCGGGCG 
GCGGCCAGATCGTTGGCGGAGTATACTTGTTGCCGCGCAGGGGCCCTAGATTGGGTGTGCGCACGACAAG 
GAAGACTTCG (@a2^J#-i-9) 
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3D 



JCH3 

ACCC(KX:CCTAATAGGGGCGACACTCCGCCATGAATCACTCCCCTGTGAGGAACTACTGTCTTCACGCAG 
AAAGCGTCTAGCCATGGCGTTAGTATGAGTGTCGTACAGCCTCCAGGCCCCCCCCTCCCGGGAGAGCCAT 
AGTGGTCTGCGGAACCGGTGAGTACACCGGAATTGCCGGGAAGACTGGGTCCTTTCTTGGATAAACCCAC 
TCTATGCCCGGCCATTTGGGCGTGCCCCCGCAAGACCGCTAGCCGAGTAGCGTTGGGTTGCGAAAGGCCT 
TGTGGTACTGCCTGATAGGGTGCTTGCGAGTGCCCCGGGAGGTCTCGTAGACCGTGCACCATGAGCACAA 
ATCCTAAACCTCAAAGACAAACCAAAAGAAACACCAGCCGTCGCCCACAAGACGTTAGGTTTCCGGGCGG 
CGGCCAGATCGTTGGCGGAGTATACTTGTTGCCGCGCAGGGGCCCCAGGTTGGGTGTGCGCGCGACAAGG 

AAGACTTCGG (iH^J#-^ 1 O ) 
HCJ8 

GCCCGaJCCCTGATGGGGGOJACACTCCGCCATGAATCACTCCCCTGTGAGGAACTACTGTCTT^^^ 

GAAAGCGTCTAGCCATGGCGmGTATGAGTGTCGTACAGCCTCCAGGCCCCCCCCTCCCGGGAGAGCCA 

TAGTGGTCTGCGGAACCGGTGAGTACACCGGAATTACCGGAAAGACTGGGTCCTTTCTTGGATAAACCCA 

CrCTATGTCCGGTCAmGGGCA(XK:CCCCGCAAGACTGCTAGCCGAGTAGCGTTGGGTTGCGAAAGG^ 

TTGTGGTACTGCCTGATAGGGTGCTTGCGAGTGCCCCGGGAGGTCTCGTAGACCGTGCATCATGAGCACA 

AATCCTAAACCTCAAAGAAAAACCAAAAGAAACACAAACCGCCGCCCACAGGACGTTAAGTTCCCGGGTG 

GCGGTCAGATCGTTGGCGGAGTTTACTTGCTGCCGCGCAGGGGCCCCAGGTTGGGTGTGCGCGCGACAAG 

GAAGACTTCT (@B^J#-i- 1 1 ) 
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5A 



PH77J6S 

GCGTGTCTCAT(K:CCGGCCCCGCTGGTTCTGGTmGCCTACTCCTGCTCGCTGCAGGGGTAGGCATCTA 
CCTCCTCCCCAACCGATGAAGGTTGGGGTAAACACTCCGGCCTCTTAAGCCATTTCCTGmTmTTn 

TmmmmmTCTTTTTTTTmcTTTccmccTTCTmmccmcT^^ 

AATGGTGGCTCCATCTTAGCCCTAGTCACGGCTAGCTGTGAAAGGTCCGTGAGCCGCATGACTGCAGAGA 
GTGCTGATACTGGCCTCTCTGCAGATCATGT (iH^!J#-§-l 2) 

R6 

GTCCAGCTGGTTCGTGGCTGGTTACAGCGGGGGAGACATATATCACAGCCTGTCTCGTGCCCGACCCCGC 
TGGTTCATGTTGTGCCTACTCCTACmCAGTAGGGGTAGGCATCTACCTGCTCCCCAACCGATAAACGG 
GGAGCTAAACACTCCAGGCCAATAGGCCAmCTTTTmTTmTTTTTTTT^ 
TTTTTTTTTTmTmTTTTTTT^^ 

CXJATCmGCCCTAGTCACGGCTAGCTGTGAAAGGTCCGTGAGCCGCATGACTGCAGAGAGTGCTGATAC 

tggcx:tctctgcagatcatgt (SB^J#-i-i 3) 

R24L 

tgggcggtgaagaccaagctcaaactcactccattgccggaagcgcgcctcctggatttatccagctggt 
tcactgtcggcgccggcgggggcgacatttatcacagcgtgccgcgtgcccgaccccgcttattactcct 
tggcctactcctactttttgtaggggtaggccttttcctactccccgctcggtagagcggcacacattag 

CTACACTCCATAGCTAACTGTCCCTTTnTTTTGTTTTTTmTTTTTnTnTTmTTTTTTCTTTTT 

TmTTTTTmTGmcmTCCTTCTCAmCCTTCTTATCTTAATTACTTCOT 

ATCTTAGCCCTAGTCACGGCTAGCTGTGAAAGGTCCGTGAGCCGCATGACTGCAGAGATTGCCGTAACTG 

GTATCTCTGCAGATCATGT (ia^"J#-i- 1 4 ) 
R24S 

CCTGGAmATCCAGCTGGTTCACTGTCGGCGCCGGCGGGGGCGACATTTATCACAGCGTGCCGCGTGCC 
CGA(XCCGCTTAmCTCCTTGGCCTACTCCTACTmTGTAGGGGTAGGCCTmCCTACT 
GGTAGAGCGGCACACAmGCTACACTCCATAGCTAACTGTCCCTTTTTTTT^ 
CCnCTCATTTCCTTCTTATCTTAAmcmcmCCTGGTGGCTCCATCTTAGCCCTAGTC^ 
GCTGTGAAAGGTCCGTGAGCCGCATGACTGCAGAGATTGCCGTAACTGGTATCTCTGCAGATCATGT (SB 

^IJ#-^1 5) 
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5B 



HCJ6CH 

mATCCAGTTGGmACCGTCGGCGCCGGCGGGGGCGACATTTATCACAGCGTGTCGCGTGCCCGACCC 
CGCmTTACTCCTTAGCCTACTCCTACTTTTCGTAGGGGTAGGCCTCTTTTTACTCCCCGCTCGGTAGA 
GCGGCACACAmGCTACACTCCATAGCTAACTGTTCCmTmTmTTTTmTTTTTTTTmm 
mTTTTTTmTTTTTTTTTmmTmTT^ 

TTCCTGGTGGCTCCATCTTAGCCCTAGTCACGGCTAGCTGTGAAAGGTCCGTGAGCCGCATGACTGCAGA 
GAGTGCCGTA (@a^lj#-^ 1 6) 

JFHl 

GGACTTATCCAGTTGGnCACCGTCGGCGCCGGCGGGGGCGACATTTTTCACAGCGTGTCGCGCGCCCGA 
CCCCGCTCAmCTCTTCGGCCTACTCCTACXmCGTAGGGGTAGGCCTCnCCTACTCCCC^ 
AGAGCGGCACACACTAGGTACACTCCATAGCTAACTGTTCCmTTTTTmmT^^ 
TTTTTmnmTCTTmTTTTTTmCCCT 

GGTGGCTCCATCTTAGCCCTAGTCACGGCTAGCTGTGAAAGGTCCGTGAGCCGCATGACTGCAGAGAGTG 
CCGTAACTGGTCTCTCTGCAGATCATGT (@a>?lJ#-^l 7) 

JCHl 

GGAmGTCCAGTTGGTTTACCGTCGGCGCCGGCGGGGGCGACATTTATCACAGCGTGTCGCGTGCCCGA 
CCCCGCCTATTACTCOTAGCCTACTCCTACTTTCTGTAGGGGTAGGCCTCTTCCTACTCCCCGCTCGAT 
AGAGCGGCACACAmGCTACACTCCATAGCTAACTGTTCCXmnTTTTTmmmTTTTTmT 
mTTTTTTOTTmmmTTTCCCTCTTTCTTCCCTTCTCATCTTATTCTACTTTCTTTCTTGGTC 
GCTCCATCTTAGCCCTGGTCACGGCTAGCTGTGAAAGGTCCGTGAGCCGCATGACTGCAGAGAGTGCCGT 
AACTGGTCTCTCTGCAGATCATGT (Sa^!]#^ 1 8 ) 

2bJ\B030907 

TAGATmTCCGGGTGGTTCACCGTGGGCGCCGGCXJGGGGCGACATCTTTCACAGCGTGTCGCATGCCCG 

ACCCCGCCTAmCTCCTTTGCCTACTCCTACTTAGCGTAGGAGTAGGCATCTTmACTCCCCGCTC^^ 

TAGAGCGGCAAACCCTAGCTACACTCCATAGCTAGTmCTTTmTmTTm 

TTmTmCCTCTTmCCGTATmmTmTCCTCrmCTTGGTGGCT^^ 

ACGGCTAGCTGTGAAAGGTCCGTGAGCCGCATGACTGCAGAGAGTGCCGTAACTGGTCTCTCTGCAGATC 

ATGT (iH^J#-^l 9) 
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SEQUENCE LISTING 

<110> TOKYO METROPOLITAN ORGANIZATION FOR MEDICAL RESEARCH 
CHUGAI SEIYAKU KABUSHIKI KAISHA 

<120> An Oligoribonucleotide and an Peptide Nucleic Acid Inhibiting the 
Action of Hepatitis C Virus 

<130> PH-1994-PCT 

<150> JP 2003/016750 
<151> 2003-01-24 

<160> 56 

<170> Patentin Ver. 2. 1 

<210> 1 
<211> 500 
<212> DNA 

<213> Hepatitis C virus 
<400> 1 

gccagccccc tgatgggggc gacactccac catgaatcac tcccctgtga ggaactactg 60 

tcttcacgca gaaagcgtct agccatggcg ttagtatgag tgtcgtgcag cctccaggac 120 

cccccctccc gggagagcca tagtggtctg cggaaccggt gagtacaccg gaattgccag 180 

gacgaccggg tcctttcttg gatcaacccg ctcaatgcct ggagatttgg gcgtgccccc 240 

gcaagactgc tagccgagta gtgttgggtc gcgaaaggcc ttgtggtact gcctgatagg 300 

gtgcttgcga gtgccccggg aggtctcgta gaccgtgcac catgagcacg aatcctaaac 360 
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ctcaaaaaaa aaacaaacgt aacaccaacc gtcgcccaca ggacgtcaag ttcccgggtg 420 
gcggtcagat cgttggtgga gtttacttgt tgccgcgcag gggccctaga ttgggtgtgc 480 
gcgcgacgag aaagacttcc 



<210> 2 
<211> 500 
<212> DNA 

<213> Hepatitis C virus 
<400> 2 

cgattggggg cgacactcca ccatagatca 
agaaagcgtc tagccatggc gttagtatga 
cgggagagcc atagtggtct gcggaaccgg 
gtcctttctt ggatcaaccc gctcaatgcc 
ctagccgagt agtgttgggt cgcgaaaggc 
agtgccccgg gaggtctcgt agaccgtgca 
aaaccaaacg taacaccaac cgccgcccac 
tcgttggtgg agtttacctg ttgccgcgca 
ggaagacttc cgagcggtcg 



ctcccctgtg aggaactact gtcttcacgc 60 
gtgtcgtgca gcctccagga ccccccctcc 120 
tgagtacacc ggaattgcca ggacgaccgg 180 
tggagatttg ggcgtgcccc cgcgagactg 240 
cttgtggtac tgcctgatag ggtgcttgcg 300 
ccatgagcac gaatcctaaa cctcaaagaa 360 
aggacgtcaa gttcccgggc ggtggtcaga 420 
ggggccccag gttgggtgtg cgcgcgccca 480 

500 



<210> 3 
<211> 500 
<212> DNA 

<213> Hepatitis C virus 
<400> 3 

ttgggggcga cactccacca tagatcactc ccctgtgagg aactactgtc ttcacgcaga 
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aagcgtctag ccatggcgtt agtatgagtg 
gagagccata gtggtctgcg gaaccggtga 
ctttcttgga tcaacccgct caatgcctgg 
gccgagtagt gttgggtcgc gaaaggcctt 
gccccgggag gtctcgtaga ccgtgcatca 
ccaaacgtaa caccaaccgc cgcccacagg 
ttggtggagt ttacctgttg ccgcgcaggg 
agacttccga gcggtcgcaa 
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ttgtgcagcc tccaggaccc cccctcccgg 120 
gtacaccgga attgccagga cgaccgggtc 180 
agatttgggc gtgcccccgc gagactgcta 240 
gtggtactgc ctgatagggt gcttgcgagt 300 
tgagcacaaa tcctaaacct caaagaaaaa 360 
acgttaagtt cccgggcggt ggtcagatcg 420 
gccccaggtt gggtgtgcgc gcgactagga 480 

500 



<210> 4 
<211> 500 
<212> DNA 

<213> Hepatitis C virus 
<400> 4 

gggccagccc ccgattgggg gcgacactcc 
tgtcttcacg cagaaagcgt ctagccatgg 
accccccctc ccgggagagc catagtggtc 
aggacgaccg ggtcctttct tggatcaacc 
ccgcgagact gctagccgag tagtgttggg 
gggtgcttgc gagtgccccg ggaggtctcg 
accccaaaga aaaaccaaac gtaacaccaa 
tggtggtcag atcgttggtg gagtttacct 
gcgcgcgact aggaagactt 



accatagatc actcccctgt gaggaactac 60 
cgttagtatg agtgtcgtgc agcctccagg 120 
tgcggaaccg gtgagtacac cggaattgcc 180 
cgctcaatgc ctggagattt gggcgtgccc 240 
tcgcgaaagg ccttgtggta ctgcctgata 300 
tagaccgtgc atcatgagca caaatcccaa 360 
ccgtcgccca caggacgtca agttcccggg 420 
gttgccgcgc aggggcccca ggttgggtgt 480 

500 



<210> 5 
<211> 500 
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<212> DNA 

<213> Hepatitis C virus 
<400> 5 

acccgccccc taataggggc gacactccgc 
tcttcacgca gaaagcgtct agccatggcg 
cccccctccc gggagagcca tagtggtctg 
gaagaccggg tcctttcttg gataaacccg 
gcaagactgc tagccgagta gcgttgggtt 
gtgcttgcga gtgccccggg aggtctcgta 
ctcaaagaaa aacccaaaga aacactaacc 
gcggccagat cgttggcgga gtatacttgt 
gcacagcaag gaagacttcg 



catgaatcac tcccctgtga ggaactactg 60 
ttagtatgag tgtcgtacag cctccaggcc 120 
cggaaccggt gagtacaccg gaattgccgg 180 
ctctatgccc ggccatttgg gcgtgccccc 240 
gcgaaaggcc ttgtggtact gcctgatagg 300 
gaccgtgcac catgagcaca aatcctaaac 360 
gtcgcccaca agacgttaag tttccgggcg 420 
tgccgcgtag gggccccaga ttgggtgtgc 480 

500 



<210> 6 
<211> 500 
<212> DNA 

<213> Hepatitis C virus 



<400> 6 

acccgccccc taataggggc 
tcttcacgca gaaagcgtct 
cccccctccc gggagagcca 
gaagactggg tcctttcttg 
gcaagactgc tagccgagta 
gtgcttgcga gtgccccggg 
ctcaaagaaa aacccacaga 
gcggccagat cgttggcgga 



gacactccgc catgaatcac 

agccatggcg ttagtatgag 

tagtggtctg cggaaccggt 

gataaaccca ctctatgccc 

gcgttgggtt gcgaaaggcc 

aggtctcgta gaccgtgcac 

aacactaacc gtcgcccaca 

gtatacttgt tgccgcgcag 
4/35 



tcccctgtga ggaactactg 60 
tgtcgtacag cctccaggcc 120 
gagtacaccg gaattgccgg 180 
ggccatttgg gcgtgccccc 240 
ttgtggtact gcctgatagg 300 
catgagcaca aatcctaaac 360 
agacgttaag tttccgggcg 420 
gggccctaga ttgggtgtgc 480 
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500 



<210> 7 
<211> 500 
<212> DNA 

<213> Hepatitis C virus 



<400> 7 

acccgcccct aataggggcg acactccgcc 
cttcacgcag aaagcgtcta gccatggcgt 
ccccctcccg ggagagccat agtggtctgc 
aagactgggt cctttcttgg ataaacccac 
caagactgct agccgagtag cgttgggttg 
tgcttgcgag tgccccggga ggtctcgtag 
tcaaagaaaa accaaaagaa acaccaaccg 
cggccagatc gttggcggag tatacttgtt 
cgcgacaagg aagacttcgg 



atgaaccact cccctgtgag gaactactgt 60 
tagtatgagt gtcgtacagc ctccaggccc 120 
ggaaccggtg agtacaccgg aattgccggg 180 
tctatgcccg gtcatttggg cgtgcccccg 240 
cgaaaggcct tgtggtactg cctgataggg 300 
accgtgcacc atgagcacaa atcctaaacc 360 
tcgcccacaa gacgttaagt ttccgggcgg 420 
gccgcgcagg ggccccaggt tgggtgtgcg 480 

500 



<210> 8 
<211> 500 
<212> DNA 

<213> Hepatitis C virus 



<400> 8 

acctgcccct aataggggcg acactccgcc 
cttcacgcag aaagcgccta gccatggcgt 
ccccctcccg ggagagccat agtggtctgc 



atgaatcact cccctgtgag gaactactgt 60 

tagtatgagt gtcgtacagc ctccaggccc 120 

ggaaccggtg agtacaccgg aattgccggg 180 
5/35 
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aagactgggt cctttcttgg ataaacccac 
caagactgct agccgagtag cgttgggttg 
cgcttgcgag tgccccggga ggtctcgtag 
tcaaagaaaa accaaaagaa acaccaaccg 
cggccagatc gttggcggag tatacttgtt 
cacgacaagg aaaacttcgg 



tctatgcccg gccatttggg cgtgcccccg 240 
cgaaaggcct tgtggtactg cctgataggg 300 
accgtgcacc atgagcacaa atcctaaacc 360 
tcgcccagaa gacgttaagt tcccgggcgg 420 
gccgcgcagg ggccccaggt tgggtgtgcg 480 

500 



<210> 9 
<211> 500 
<212> DNA 

<213> Hepatitis C virus 
<400> 9 

acccgccccc taataggggc gacactccgc 
tcttcacgca gaaagcgtct agccatggcg 
cccccctccc gggagagcca tagtggtctg 
gaagactggg tcctttcttg gataaaccca 
gcaagactgc tagccgagta gcgttgggtt 
gtgcttgcga gtgccccggg aggtctcgta 
ctcaaagaaa aacccacaga aacactaacc 
gcggccagat cgttggcgga gtatacttgt 
gcacgacaag gaagacttcg 



catgaatcac tcccctgtga ggaactactg 60 
ttagtatgag tgtcgtacag cctccaggcc 120 
cggaaccggt gagtacaccg gaattgccgg 180 
ctctatgccc ggccatttgg gcgtgccccc 240 
gcgaaaggcc ttgtggtact gcctgatagg 300 
gaccgtgcac catgagcaca aatcctaaac 360 
gtcgcccaca agacgttaag tttccgggcg 420 
tgccgcgcag gggccctaga ttgggtgtgc 480 

500 



<210> 10 
<211> 500 
<212> DNA 

<213> Hepatitis C virus 
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<400> 10 

acccgcccct aataggggcg acactccgcc 
cttcacgcag aaagcgtcta gccatggcgt 
ccccctcccg ggagagccat agtggtctgc 
aagactgggt cctttcttgg ataaacccac 
caagaccgct agccgagtag cgttgggttg 
tgcttgcgag tgccccggga ggtctcgtag 
tcaaagacaa accaaaagaa acaccagccg 
cggccagatc gttggcggag tatacttgtt 
cgcgacaagg aagacttcgg 



atgaatcact cccctgtgag gaactactgt 60 
tagtatgagt gtcgtacagc ctccaggccc 120 
ggaaccggtg agtacaccgg aattgccggg 180 
tctatgcccg gccatttggg cgtgcccccg 240 
cgaaaggcct tgtggtactg cctgataggg 300 
accgtgcacc atgagcacaa atcctaaacc 360 
tcgcccacaa gacgttaggt ttccgggcgg 420 
gccgcgcagg ggccccaggt tgggtgtgcg 480 

500 



<210> 11 
<211> 500 
<212> DNA 

<213> Hepatitis C virus 
<400> 11 

gcccgccccc tgatgggggc gacactccgc 
tcttcacgca gaaagcgtct agccatggcg 
cccccctccc gggagagcca tagtggtctg 
aaagactggg tcctttcttg gataaaccca 
gcaagactgc tagccgagta gcgttgggtt 
gtgcttgcga gtgccccggg aggtctcgta 
ctcaaagaaa aaccaaaaga aacacaaacc 
gcggtcagat cgttggcgga gtttacttgc 
gcgcgacaag gaagacttct 



catgaatcac tcccctgtga ggaactactg 60 
ttagtatgag tgtcgtacag cctccaggcc 120 
cggaaccggt gagtacaccg gaattaccgg 180 
ctctatgtcc ggtcatttgg gcacgccccc 240 
gcgaaaggcc ttgtggtact gcctgatagg 300 
gaccgtgcat catgagcaca aatcctaaac 360 
gccgcccaca ggacgttaag ttcccgggtg 420 
tgccgcgcag gggccccagg ttgggtgtgc 480 

500 
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<210> 12 
<211> 311 
<212> DNA 

<213> Hepatitis C virus 
<400> 12 

gcgtgtctca tgcccggccc cgctggttct ggttttgcct actcctgctc gctgcagggg 60 
taggcatcta cctcctcccc aaccgatgaa ggttggggta aacactccgg cctcttaagc 120 
catttcctgt tttttttttt tttttttttt tttttttctt tttttttttc tttcctttcc 180 
ttcttttttt cctttctttt tcccttcttt aatggtggct ccatcttagc cctagtcacg 240 
gctagctgtg aaaggtccgt gagccgcatg actgcagaga gtgctgatac tggcctctct 300 
gcagatcatg t .311 



<210> 13 
<211> 371 
<212> DNA 

<213> Hepatitis C virus 
<400> 13 

gtccagctgg ttcgtggctg gttacagcgg 
ccgaccccgc tggttcatgt tgtgcctact 
gctccccaac cgataaacgg ggagctaaac 
tttttttttt ttttttcttt tttttttttt 
ctttcttttg tttttttttt ttttcttctt 
gctagctgtg aaaggtccgt gagccgcatg 
gcagatcatg t 



gggagacata tatcacagcc tgtctcgtgc 60 
cctactttca gtaggggtag gcatctacct 120 
actccaggcc aataggcoat ttcttttttt 180 
tttttttttt tttttttttt tttttttttt 240 
tttggtggct ccatcttagc cctagtcacg 300 
actgcagaga gtgctgatac tggcctctct 360 

371 



8/35 



wo 2004/078974 



PCT/JP2004/00060S 



<210> 14 
<211> 439 
<212> DNA 

<213> Hepatitis C virus 
<400> 14 

tgggcggtga agaccaagct caaactcact 
tccagctggt tcactgtcgg cgccggcggg 
cgaccccgct tattactcct tggcctactc 
ctccccgctc ggtagagcgg cacacattag 
tttgtttttt tttttttttt tttttttttt 
ttccttctca tttccttctt atcttaatta 
tagtcacggc tagctgtgaa aggtccgtga 
gtatctctgc agatcatgt 



ccattgccgg aagcgcgcct cctggattta 60 
ggcgacattt atcacagcgt gccgcgtgcc 120 
ctactttttg taggggtagg ccttttccta 180 
ctacactcca tagctaactg tccctttttt 240 
ttttcttttt tttttttttt tttgtttctt 300 
cttcctttcc tggtggctcc atcttagccc 360 
gccgcatgac tgcagagatt gccgtaactg 420 

439 



<210> 15 
<211> 347 
<212> DNA 

<213> Hepatitis C virus 
<400> 15 

cctggattta tccagctggt tcactgtcgg cgccggcggg ggcgacattt atcacagcgt 60 

gccgcgtgcc cgaccccgct tattactcct tggcctactc ctactttttg taggggtagg 120 

ccttttccta ctccccgctc ggtagagcgg cacacattag ctacactcca tagctaactg 180 

tccctttttt tttttttttt tgtttctttt ccttctcatt tccttcttat cttaattact 240 

ttctttcctg gtggctccat cttagcccta gtcacggcta gctgtgaaag gtccgtgagc 300 

cgcatgactg cagagattgc cgtaactggt atctctgcag atcatgt 347 
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<210> 16 
<211> 360 
<212> DNA 

<213> Hepatitis C virus 
<400> 16 

tttatccagt tggtttaccg tcggcgccgg 
tgcccgaccc cgcttattac tccttagcct 
tttactcccc gctcggtaga gcggcacaca 
tttttttttt tttttttttt tttttttttt 
ttttttttct ttccttcctt tctcaccttc 
gccctagtca cggctagctg tgaaaggtcc 



cgggggcgac atttatcaca gcgtgtcgcg 60 
actcctactt ttcgtagggg taggcctctt 120 
ttagctacac tccatagcta actgttcctt 180 
tttttttttt tttttttttt tttttttttt 240 
ttttacttct ttcctggtgg ctccatctta 300 
gtgagccgca tgactgcaga gagtgccgta 360 



<210> 17 
<211> 378 
<212> DNA 

<213> Hepatitis C virus 
<400> 17 

ggacttatcc agttggttca ccgtcggcgc cggcgggggc gacatttttc acagcgtgtc 60 

gcgcgcccga ccccgctcat tactcttcgg cctactccta cttttcgtag gggtaggcct 120 

cttcctactc cccgctcggt agagcggcac acactaggta cactccatag ctaactgttc 180 

cttttttttt tttttttttt tttttttttt tttttttttt ttttcttttt tttttttttc 240 

cctctttctt cccttctcat cttattctac tttctttctt ggtggctcca tcttagccct 300 

agtcacggct agctgtgaaa ggtccgtgag ccgcatgact gcagagagtg ccgtaactgg 360 

tctctctgca gatcatgt 378 
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<210> 18 
<211> 374 
<212> DNA 

<213> Hepatitis C virus 
<400> 18 

ggatttgtcc agttggttta ccgtcggcgc 
gcgtgcccga ccccgcctat tactccttag 
cttcctactc cccgctcgat agagcggcac 
cttttttttt tttttttttt tttttttttt 
tttcttccct tctcatctta ttctactttc 
acggctagct gtgaaaggtc cgtgagccgc 
tctgcagatc atgt 



cggcgggggc gacatttatc acagcgtgtc 60 
cctactccta ctttctgtag gggtaggcct 120 
acattagcta cactccatag ctaactgttc 180 
tttttttttc tttttttttt tttttccctc 240 
tttcttggtg gctccatctt agccctggtc 300 
atgactgcag agagtgccgt aactggtctc 360 

374 



<210> 19 
<211> 354 
<212> DNA 

<213> Hepatitis C virus 
<400> 19 

tagatttatc cgggtggttc accgtgggcg ccggcggggg cgacatcttt cacagcgtgt 60 

cgcatgcccg accccgccta ttactccttt gcctactcct acttagcgta ggagtaggca 120 

tctttttact ccccgctcgg tagagcggca aaccctagct acactccata gctagttttc 180 

tttttttttt tttttttttt ttttgttttt tttttttttc ctctttttcc gtattttttt 240 

tttttcctct tttcttggtg gctccatctt agccctagtc acggctagct gtgaaaggtc 300 

cgtgagccgc atgactgcag agagtgccgt aactggtctc tctgcagatc atgt 354 
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<210> 20 
<211> 21 
<212> RNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: 5' -UTR target siRNA 
<400> 20 

ggaacuacug ucuucacgca g 21 



<210> 21 

<211> 21 
<212> RNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: 5' -UTR target siRNA 
<400> 21 

gccauagugg ucugcggaac c 21 



<210> 22 
<211> 22 
<212> RNA 
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<213> Artificial Sequence 
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<220> 

<223> Description of Artificial Sequence: 5'-UTR target siRNA 
<400> 22 

aggccuugug guacugccug au 22 

<210> 23 
<211> 20 
<212> RNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: 5* -UTR target siRNA 
<400> 23 

gucucguaga ccgugcauca 20 

<210> 24 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: 5' -UTR target siRNA 
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<400> 24 

gcgaaaggcc ttgtggtact g 

<210> 25 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial 
<400> 25 

gtctcgtaga ccgtgcacca 

<210> 26 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial 
<400> 26 

gucucguaga ccgugcauca t 



PCT/JP2004/00060S 



21 



Sequence: 5* -UTR target siRNA 



20 



Sequence: 5' -UTR target siRNA 



<210> 27 
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<211> 21 
<212> RNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: 5'-UTR target siRNA 
<400> 27 

ggaacuacug ucuucacgca g 

<210> 28 
<211> 21 
<212> RNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: 5*-UTR target siRNA 
<400> 28 

gccauagugg ucugcggaac c 

<210> 29 
<211> 22 
<212> RNA 

<213> Artificial Sequence 



<220> 
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<223> Description of Artificial Sequence: 5' -UTR target siRNA 



<400> 29 

aggccuugug guacugccug au 22 



<210> 30 
<211> 20 
<212> RNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: 5' -UTR target siRNA 
<400> 30 

gucucguaga ccgugcauca 20 



<210> 31 
<211> 21 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: 5' -UTR target siRNA 
<400> 31 

gcgaaaggcc ttgtggtact g 21 
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<210> 32 
<211> 20 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: 5'-UTR target siRNA 
<400> 32 

gtctcgtaga ccgtgcacca 20 



<210> 33 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: 3' -UTR target siRNA 
<400> 33 

ggctccatct tagccctagt c 21 



<210> 34 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
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<220> 

<223> Description of Artificial Sequence: 3'-UTR target siRNA 
<400> 34 

ggctagctgt gaaaggtccg t 21 



<210> 35 
<211> 25 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: primer 
Ds5-41-S25 

<400> 35 

actcccctgt gaggaactac tgtct 25 

<210> 36 
<211> 25 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: primer 
Ds3-8864-S25 
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<400> 36 

aggatgattc tgatgaccca tttct 25 



<210> 37 
<211> 23 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: primer 
Ds3-9267-S23 

<400> 37 

gcgggggaga catatatcac age 23 



<210> 38 

<211> 25 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: primer 
Ds5-201-S25 



<400> 38 

tggatcaacc cgctcaatgc ctgga 25 
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<210> 39 
<211> 25 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: primer 
Ds5-261-S25 

<400> 39 

tagtgttggg tcgcgaaagg ccttg 



<210> 40 
<211> 25 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence : primer 
Ds5-311-S25 

<400> 40 

gagtgccccg ggaggtctcg tagac 



<210> 41 
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<211> 23 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: primer 
Ds5-612-R23 

<400> 41 

ccctcgttgc catagagggg cca 

<210> 42 
<211> 25 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: primer 
Ds5-857-R25 

<400> 42 

aaccgggcaa attccctgtt gcata 

<210> 43 
<211> 25 
<212> DNA 

<213> Artificial Sequence 
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<220> 

<223> Description of Artificial Sequence: primer 
Ds3-9537-R25 

<400> 43 

gactagggct aagatggagc caeca 25 

<210> 44 
<211> 23 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: primer 
Ds3-9611-R23 

<400> 44 

acatgatctg cagagaggcc agt 23 

<210> 45 
<211> 23 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: primer 
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Ds5-397-R23 
<400> 45 

gcggcggttg gtgttacgtt tgg 

<210> 46 
<211> 25 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: primer 
Ds5-360-R25 

<400> 46 

ttaggatttg tgctcatgat gcacg 

<210> 47 
<211> 572 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial SequencetPCR product 
siRNA-1 



<400> 47 
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actcccctgt gaggaactac tgtcttcacg 
agtgtcgtgc agcctccagg accccccctc 
gtgagtacac cggaattgcc aggacgaccg 
ctggagattt gggcgtgccc ccgcgagact 
ccttgtggta ctgcctgata gggtgcttgc 
atcatgagca caaatcctaa accccaaaga 
caggacgtca agttcccggg tggtggtcag 
aggggcccca ggttgggtgt gcgcgcgact 
ggaaggcgac aacctatccc caaggctcgc 
gggtaccctt ggcccctcta tggcaacgag 



cagaaagcgt ctagccatgg cgttagtatg 60 
ccgggagagc catagtggtc tgcggaaccg 120 
ggtcctttct tggatcaacc cgctcaatgc 180 
gctagccgag tagtgttggg tcgcgaaagg 240 
gagtgccccg ggaggtctcg tagaccgtgc 300 
aaaaccaaac gtaacaccaa ccgccgccca 360 
atcgttggtg gagtttacct gttgccgcgc 420 
aggaagactt ccgagcggtc acaacctcgt 480 
cagcccgagg gcagggcctg ggctcagccc 540 



<210> 48 
<211> 817 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :PCR product 
siRNA-2 

<400> 48 

actcccctgt gaggaactac tgtcttcacg cagaaagcgt ctagccatgg cgttagtatg 60 

agtgtcgtgc agcctccagg accccccctc ccgggagagc catagtggtc tgcggaaccg 120 

gtgagtacac cggaattgcc aggacgaccg ggtcctttct tggatcaacc cgctcaatgc 180 

ctggagattt gggcgtgccc ccgcgagact gctagccgag tagtgttggg tcgcgaaagg 240 

ccttgtggta ctgcctgata gggtgcttgc gagtgccccg ggaggtctcg tagaccgtgc 300 

atcatgagca caaatcctaa accccaaaga aaaaccaaac gtaacaccaa ccgccgccca 360 

caggacgtca agttcccggg tggtggtcag atcgttggtg gagtttacct gttgccgcgc 420 
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aggggcccca ggttgggtgt gcgcgcgact 
ggaaggcgac aacctatccc caaggctcgc 
gggtaccctt ggcccctcta tggcaacgag 
ccccgcggct cccggcctag ttggggcccc 
ggtaaggtca tcgataccct cacatgcggc 
gtcggcgccc ccctaggggg cgttgccagg 
gacggcgtga actatgcaac agggaatttg 



aggaagactt ccgagcggtc acaacctcgt 480 

cagcccgagg gcagggcctg ggctcagccc 540 

ggcatggggt gggcaggatg gctcctgtca 600 

acggaccccc ggcgtaggtc gcgtaatttg 660 

ttcgccgacc tcatggggta cattccgctc 720 

gccctggcac atggtgtccg ggttgtggag 780 

cccggtt 817 



<210> 49 
<211> 674 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :PCR product 
siRNA-3 



<400> 49 



aggatgattc 


tgatgaccca 


tttcttctcc atccttctag 


cccaggagca 


acttgaaaaa 


60 


gccctggatt 


gccagatcta 


cggggcctgt tactccattg 


agccacttga 


cctacctcag 


120 


atcattgaac 


gactccatgg tcttagcgca ttttcactcc 


atagttactc 


tccaggtgag 


180 


atcaataggg 


tggcttcatg 


cctcaggaaa cttggggtac 


cacccttgcg 


agtctggaga 


240 


catcgggcca 


gaagtgtccg 


cgctaagctg ctgtcccagg 


gggggagggc 


tgccacttgt 


300 


ggtaagtacc 


tcttcaactg 


ggcagtaagg accaagctca 


aactcactcc 


aatcccggca 


360 


gcgtcccagt 


tggacttgtc 


cagctggttc gtggctggtt 


acagcggggg 


agacatatat 


420 


cacagcctgt 


ctcgtgcccg accccgctgg ttcatgttgt 


gcctactcct 


actttcagta 


480 


ggggtaggca 


tctacctgct 


ccccaaccga taaacgggga 


gctaaacact 


ccaggccaat 


540 


aggccatttc 


tttttttttt 


tttttttttt tttctttttt 


tttttttttt 


tttttttttt 


600 
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tttttttttt tttttttctt tcttttgttt 
tcttagccct agtc 

<210> 50 
<211> 748 
<212> DNA 

<213> Artificial Sequence 



PCT/JP2004/000605 

tttttttttt tcttcttttt ggtggctcca 660 

674 



<220> 

<223> Description of Artificial Sequence : PGR product 
siRNA-4 



<400> 50 






aggatgattc 


tgatgaccca 


tttcttctcc 


gccctggatt 


gccagatcta 


cggggcctgt 


atcattgaac 


gactccatgg 


tcttagcgca 


atcaataggg 


tggcttcatg 


cctcaggaaa 


catcgggcca 


gaagtgtccg 


cgctaagctg 


ggtaagtacc 


tcttcaactg 


ggcagtaagg 


gcgtcccagt 


tggacttgtc 


cagctggttc 


cacagcctgt 


ctcgtgcccg 


accccgctgg 


ggggtaggca 


tctacctgct 


ccccaaccga 


aggccatttc 


tttttttttt 


tttttttttt 


tttttttttt 


tttttttctt 


tcttttgttt 


tcttagccct 


agtcacggct 


agctgtgaaa 


ctgatactgg 


cctctctgca 


gatcatgt 



atccttctag cccaggagca acttgaaaaa 60 
tactccattg agccacttga cctacctcag 120 
ttttcactcc atagttactc tccaggtgag 180 
cttggggtac cacccttgcg agtctggaga 240 
ctgtcccagg gggggagggc tgccacttgt 300 
accaagctca aactcactcc aatcccggca 360 
gtggctggtt acagcggggg agacatatat 420 
ttcatgttgt gcctactcct actttcagta 480 
taaacgggga gctaaacact ccaggccaat 540 
tttctttttt tttttttttt tttttttttt 600 
tttttttttt tcttcttttt ggtggctcca 660 
ggtccgtgag ccgcatgact gcagagagtg 720 

748 
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<210> 51 
<211> 357 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:PCR product 
siRNA-5 

<400> 51 

actcccctgt gaggaactac tgtcttcacg cagaaagcgt ctagccatgg cgttagtatg 60 
agtgtcgtgc agcctccagg accccccctc ccgggagagc catagtggtc tgcggaaccg 120 
gtgagtacac cggaattgcc aggacgaccg ggtcctttct tggatcaacc cgctcaatgc 180 
ctggagattt gggcgtgccc ccgcgagact gctagccgag tagtgttggg tcgcgaaagg 240 
ccttgtggta ctgcctgata gggtgcttgc gagtgccccg ggaggtctcg tagaccgtgc 300 
atcatgagca caaatcctaa accccaaaga aaaaccaaac gtaacaccaa ccgccgc 357 



<210> 52 
<211> 345 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:PCR product 
siRNA-6 

<400> 52 

gcgggggaga catatatcac agcctgtctc gtgcccgacc ccgctggttc atgttgtgcc 60 
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tactcctact ttcagtaggg gtaggcatct 
aaacactcca ggccaatagg ccatttcttt 
tttttttttt tttttttttt tttttttttt 
tctttttggt ggctccatct tagccctagt 
catgactgca gagagtgctg atactggcct 



acctgctccc caaccgataa acggggagct 120 
tttttttttt tttttttttt cttttttttt 180 
ttttctttct tttgtttttt ttttttttct 240 
cacggctagc tgtgaaaggt ccgtgagccg 300 
ctctgcagat catgt 345 



<210> 53 
<211> 197 
<212> DNA 

<213> Artificial Sequence 



<220> 

<223> Description of Artificial Sequence: PGR product 
siRNA-7 



<400> 53 

tggatcaacc cgctcaatgc ctggagattt 
tagtgttggg tcgcgaaagg ccttgtggta 
ggaggtctcg tagaccgtgc atcatgagca 
gtaacaccaa ccgccgc 



gggcgtgccc ccgcgagact gctagccgag 60 
ctgcctgata gggtgcttgc gagtgccccg 120 
caaatcctaa accccaaaga aaaaccaaac 180 

197 



<210> 54 
<211> 100 
<212> DNA 

<213> Artificial Sequence 



<220> 
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<223> Description of Artificial Sequence :PCR product 
siRNA-8 

<400> 54 

tagtgttggg tcgcgaaagg ccttgtggta ctgcctgata gggtgcttgc gagtgccccg 60 
ggaggtctcg tagaccgtgc atcatgagca caaatcctaa 100 

<210> 55 
<211> 50 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:PCR product 

siRNA-9 

<400> 55 

gagtgccccg ggaggtctcg tagaccgtgc atcatgagca caaatcctaa 50 

<210> 56 
<211> 9611 

<212> DNA 

<213> Hepatitis C virus 
<400> 56 

gggccagccc ccgattgggg gcgacactcc accatagatc actcccctgt gaggaactac 60 

tgtcttcacg cagaaagcgt ctagccatgg cgttagtatg agtgtcgtgc agcctccagg 120 
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accccccctc 


ccgggagagc 


catagtggtc 


tgcggaaccg 


gtgagtacac 


cggaattgcc 


180 


aggacgaccg 


ggtcctttct 


tggatcaacG 


cgctcaatgc 


ctggagattt 


gggcgtgccc 


240 


ccgcgagact 


gctagccgag 


tagtgttggg 


tcgcgaaagg 


ccttgtggta 


ctgcctgata 


300 


gggtgcttgc 


gagtgccccg 


ggaggtctcg 


tagaccgtgc 


atcatgagca 


caaatcctaa 


360 


accccaaaga 


aaaaccaaac 


gtaacaccaa 


ccgccgccca 


caggacgtca 


agttcccggg 


420 


tggtggtcag 


atcgttggtg 


gagtttacct 


gttgccgcgc 


aggggcccca 


ggttgggtgt 


480 


gcgcgcgact 


aggaagactt 


ccgagcggtc 


acaacctcgt 


ggaaggcgac 


aacctatccc 


540 


caaggctcgc 


cagcccgagg 


gcagggcctg 


ggctcagccc 


gggtaccctt 


ggcccctcta 


600 


tggcaacgag 


ggcatggggt 


gggcaggatg 


gctcctgtca 


ccccgcggct 


cccggcctag 


660 


ttggggcccc 


acggaccccc 


ggcgtaggtc 


gcgtaatttg 


ggtaaggtca 


tcgataccct 


720 


cacatgcggc 


ttcgccgacc 


tcatggggta 


cattccgctc 


gtcggcgccc 


ccctaggggg 


780 


cgttgccagg 


gccctggcac 


atggtgtccg 


ggttgtggag 


gacggcgtga 


actatgcaac 


840 


agggaatttg 


cccggttgct 


ctttctctat 


cttcctcttg 


gctctgctgt 


cctgtttgac 


900 


catcccagct 


tccgcttatg 


aggtgcgcaa 


cgtatccggg 


atataccatg 


tcacgaacga 


960 


ctgctccaac 


tcaagtattg 


tgtatgaggc 


agcggacatg 


atcatgcata 


cccccgggtg 


1020 


cgtgccctgc 


gttcgggagg 


gcaactcctc 


ccgttgctgg 


gtggcactta 


ctcccacgct 


1080 


agcggccagg 


aatgccagcg 


tccccactac 


ggcaatacga 


cgccatgtcg 


atttgctcgt 


1140 


tggggcggct 


gctttctgct 


ccgctatgta 


tgtgggagat 


ctctgcggat 


ctgttttcct 


1200 


tgtctcccag 


ctgttcacct 


tctcgccccg 


ccggcatgag 


acaatacagg 


actgcaattg 


1260 


ctcaatctat 


cccggccacg 


tgtcaggtca 


ccgcatggct 


tgggacatga 


tgatgaactg 


1320 


gtcgcctaca 


acggccctgg 


tggtgtcgca 


gttactccgg 


atcccacaag 


ctatcgtgga 


1380 


catggtggcg 


ggggctcact 


ggggtgtcct 


agcgggcctt 


gcctactatt 


ccatggtggg 


1440 


gaactgggct 


aaggtattga 


ttgtgatgct 


actttttgcc 


ggcgtcgacg 


gggagacccg 


1500 


tgtgacaggg 


gggcagatag 


ccagaaatgc 


ctactcgctc 


acgaccctct 


tttcatctgg 


1560 


gtcggctcag 


aacatccagc 


tcataaacac 


caacggtagc 


tggcacatca 


acaggactgc 


1620 


cctgaactgc 


aatgactccc 


tcaacaccgg 


gtttcttgcc 


gcgctgttct 


acacgcacaa 


1680 


gttcaacgcg 


tccggatgtc 


cagagcgctt 


ggccagctgc 


cgccccattg 


acaagttcga 


1740 


tcaggggtgg 


ggtcccatca 


cttatgctga 


gcagggcggc 


caggaccaga 


ggccttattg 


1800 


ctggcactac 


gcacctaaac 


catgtggtat 


tgtatccgcg 


tcgaaggtgt 


gtggtccagt 


1860 
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gtattgtttc 


accccaagcc 


cagttgtagt 


ggggacgacc 


gatcggttcg 


gtgtccctac 


1920 


gtatagctgg 


ggggagaatg 


agacagacgt 


gctgctcctt 


aacaacacgc 


ggccgccgca 


1980 


aggcaactgg 


ttcggctgta 


cgtggatgaa 


cggcactggg 


ttcaccaaga 


catgcggggg 


2040 


ccccccgtgt 


aacatcgggg 


ggggcggcaa 


taacaccttg 


acctgcccta 


cggactgttt 


2100 


ccggaagcac 


cccgcggcca 


cttacacaaa 


atgtggttcg 


ggaccttggc 


tgacacccag 


2160 


gtgcttggta 


gactacccat 


acaggctctg 


gcactacccc 


tgcactgcca 


actttaccat 


2220 


cttcaaggtt 


aggatgtatg 


tagggggcgt 


ggagcacagg 


ctcgatgctg 


catgcaattg 


2280 


gacccgaggg 


gaacgttgca 


acttggagga 


tagggataga 


ttggagctca 


gcccgctact 


2340 


gctgtctaca 


acagagtggc 


aggtgctgcc 


ctgttctttc 


accaccctac 


cggctctgtc 


2400 


cactggttta 


attcatctcc 


atcagaacat 


cgtggacgtg 


caatacctgt 


acggtatagg 


2460 


gtcggcagtt 


gtttcctttg 


caatcaaatg 


ggactatatc 


gtgatacttt 


tcctcctcct 


2520 


ggcggacgcg 


cgcgtctgtg 


cctgcttgtg 


gatgatgctg 


ctgatagccc 


aggccgaggc 


2580 


cgccttagaa 


aacctggtgg 


tcctcaatgc 


ggcgtccgtg 


gccggagcgc 


atggcattct 


2640 


ctccttcctt 


gtgttcttct 


gtgccgcctg 


gtacatcaag 


ggcaagctgg 


tccccggggc 


2700 


agcatatgct 


ttctatggag 


tatggccgct 


gctcctgctt 


ctgctggcct 


taccaccacg 


2760 


agcttacgct 


atggagcggg 


agatggctgc 


atcgtgcgga 


ggcgcggtgt 


ttgtaggtct 


2820 


ggtactcttg 


actttgtcac 


catactataa 


agagttcctc 


gccaggctca 


tatggtggtt 


2880 


gcaatatttt 


atcaccagag 


ccgaggcgca 


cctgcaagtg 


tggatccccc 


ccctcaacat 


2940 


tcgggggggc 


cgcgatgcca 


tcatcctcct 


cgcgtgtgta 


gtccacccag 


agctaatctt 


3000 


tgacatcacc 


aaactcctgc 


tcgccatact 


cggtccgctc 


atggtgctcc 


aggctagcat 


3060 


aactcaagtg 


ccgtacttcg 


tacgcgccca 


agggctcatt 


cgtgcatgca 


tgttggtgcg 


3120 


gaaggtagcc 


gggggccatt 


atgtccaaat 


ggcctttgtg 


aagctgaccg 


cactgacagg 


3180 


tacgtacgtt 


tatgaccatc 


taactccact 


gcgggact gg 


gcccacgcgg 


gcctgcgaga 


3240 


cctcgcggtg 


gcagtagagc 


ccgttgtctt 


ctctgacatg 


gagaccaagg 


tcatcacctg 


3300 


gggggcagac 


accgcagcgt 


gtggggacat 


tatcttgggt 


ctacctgtct 


ccgcccgaag 


3360 


gggtagggag 


atacttctgg 


ggccggccga 


tagtcttgaa 


gggcaggggt 


ggcggctcct 


3420 


tgctcccatc 


acggcctatt 


cccaacagac 


gcggggccta 


cttggttgca 


tcatcactag 


3480 


cctcacaggc 


cgggacaaaa 


accaagtcga 


gggggaggtt 


caagtggtct 


ccaccgcgac 


3540 


acaatccttc 


ctggcgacct 


gcgtcaatgg 


cgcgtgctgg 


actgtcttcc 


atggtgccgg 


3600 
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ctcaaagacc 


ttagctggcc 


caaaaggtcc 


aatcacccag 


atgtacacta 


atgtagacct 


3660 


ggacctcgtc 


ggctggcagg 


cgccccccgg 


gtcgcgttct 


ctgacaccat 


gcacctgcgg 


3720 


cagctcagac 


ctctatttgg 


tcacgagaca 


tgctgatgtc 


attccggtgc 


gccggcgggg 


3780 


cgacagtagg 


ggaagcctac 


tctctcccag 


acctgtctcc 


tacttgaaag 


gctcctcggg 


3840 


tggtccgctg 


ctctgccctt 


cgaggcacgc 


tgtgggcatc 


ttccgggctg 


ctgtgtgcac 


3900 


ccggggggtt 


gcgaaggcgg 


tggatttcat 


acccgttgaa 


tcaatggaaa 


ctactatgcg 


3960 


gtctccggtc 


ttcacggata 


actcatcccc 


cccggccgta 


ccgcagacat 


tccaagtggc 


4020 


ccatctacac 


gcccctactg 


gcagcggcaa 


gagcactaag 


gtgccggctg 


catatgcagc 


4080 


ccaagggtat 


aaggtgctcg 


tcctgaaccc 


gtccgttgcc 


gctaccttgg 


gttttggggc 


4140 


gtatatgtct 


aaggcacatg 


gtatcgaccc 


caacatcaga 


actggggtaa 


gggccatcac 


4200 


cacgggcgcc 


cctattacat 


actccaccta 


cggcaagttc 


cttgccgacg 


gcggttgttc 


4260 


cgggggcgcc 


tatgacatca 


taatatgtga 


tgagtgccac 


tcaactgact 


cgactaccat 


4320 


cttgggcatt 


ggcacagtcc 


tggaccaagc 


ggagacggct 


ggagcgcggc 


tcgtcgtgct 


4380 


cgccaccgct 


acgcctccgg 


gatcggtcac 


cgtgccacac 


cccaatattg 


aggaggtggc 


4440 


cctgtccaac 


gctggagaaa 


tccccttcta 


cggcaaagcc 


atccccattg 


aggtcatcaa 


4500 


ggggggaaga 


catctcattt 


tctgccattc 


caagaagaag 


tatgacgagc 


tcgccgcaaa 


4560 


gctatcagcc 


ctcggactta 


atgctgtagc 


atattatcgg 


ggtcttgatg 


tgtccgtcat 


4620 


accgaccaac 


ggagacgtcg 


ttgtcgtggc 


aacagacgct 


ctaatgacgg 


gctttaccgg 


4680 


cgactttgac 


tcagtgatcg 


actgtaacac 


atgtgtcacc 


cagacagtcg 


atttcagcct 


4740 


ggatcccacc 


ttcaccatcg 


agacgacgac 


cgtgccccaa 


gacgcagtgg 


cgcgatcaca 


4800 


gcggcggggt 


aggactggta 


ggggcaggag 


aggcatctac 


aggtttgtga 


ctccaggaga 


4860 


acggccctcg 


ggcatgttcg 


attcctcggt 


cctgtgtgag 


tgctatgacg 


cgggctgtgc 


4920 


ttggtacgag 


ctcacgcctg 


ctgagacctc 


ggttaggttg 


cgggcttacc 


tgaatacacc 


4980 


agggttgccc 


gtctgccagg 


accatctgga 


gttttgggag 


agcgtctcca 


caggcctcac 


5040 


ccacatagat 


gcccattttc 


tgtcccagac 


taaacaggca 


ggagacaact 


tcccctacct 


5100 


ggtagcatac 


caagccacag 


tgtgcgccag 


agctcaagct 


ccacctccat 


catgggatca 


5160 


aatgtggaag 


tgtctcatac 


ggctcaaacc 


cacgctgcac 


gggccaacac 


ccctgctgta 


5220 


taggctagga 


gccgtccaaa 


atgagatcac 


cctcacacac 


cccatgacca 


aattcatcat 


5280 


ggcatgcatg 


tcggctgacc 


tggaggtcgt 


cactagcacc 


tgggtgctag 


taggcggagt 


5340 
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ccttgcagct 


ctggctgcat 


axtgcxxgac 


aacaggcagx 


OP T" OP OP ^ <3 "T" 

g i^ggxcaxxg 


xgggxaggax 




catcttgtcc 


#V #V ^% rf*V #v ^% ^% #v 

SSS^SSCCgg 


cxgx taxxcc 


cgacagggaa 


gxccxcxacc 


gggagxxcga 




tgagatggaa 


gflgl^SCgCCt 


cacaccxccc 


xxacaxcgaa 


OP OPOP OP ^> 

cagggaaxgc 


agcxxgccga 




gcaattcaag 


cagaaggcgc 


tcggattgct 


gcaaacagcc 


accaagcaag 


OP A OP OP^^ 4* OP 

cggaggcxgc 


OOoU 


tgctcccgtg 


gtagaatcca 


agtggcgagc 


ccttgagacc 


ttctgggcga 


agcacatgtg 


DD4U 


gaatttcatc 


agcgggatac 


agtacctagc 


aggcttgtcc 


actctgcctg 


ggaaccccgc 


O f UU 


gatagcatca 


ctgatggcat 


tcacagcctc 


tatcaccagc 


ccgctctcca 


cccagaatac 


0 f DU 


cctattattt 


aacatctggg 


ggggatgggt 


ggctgcccaa 


ctcgcccccc 


ccagtgctgc 


Oo^U 


ttcggctttc 


gtgggcgccg 


gtatcgccgg 


tgcggctgtc 


ggcagcatag 


gtcttgggaa 


oooU 


ggtgcttgtg 


gacatcttgg 


cgggatatgg 


ggcaggggtg 


gctggcgcgc 


xcgxagcxxx 


oy4U 


taagatcatg 


agcggcgagg 


tgccctccac 


cgaggacctg 


gxxaacxxac 


tccctgccat 


dUUU 


cctctctccc 


ggcgccctag 


tcgtcggggt 


cgtgtgcgca 


gcaatactgc 


gtcggcacgt 


bUoU 


gggcccggga 


gagggggctg 


tacagtggat 


gaaccggctg 


atagcgttcg 


cctcgcgggg 


DlZU 


taaccacgtt 


tcccccgcgc 


actatgtgcc 


tgagagcgac 


gctgcggcgc 


gxgxxacxca 


CI on 
OioU 


gatcctctcc 


ggccttacca 


tcactcagct 


gctgaagagg 


cttcaccact 


ggatcaatga 




ggactgctcc 


acgccatgct 


ccggttcgtg 


gctaagggat 


gttxgggacx 


ggatatgcac 


boUU 


ggtgttgact 


gacttcaaga 


cctggctcca 


gtccaagctc 


ctgccgcggt 


taccgggggt 


DobU 


ccctttcttc 


tcgtgtcaac 


gcgggtacaa 


gggagtctgg 


cggggggacg 


gtatcatgca 




gaccacctgc 


ccgtgtggag 


cacagatcac 


cggacatgtc 


aaaaacggtt 


ccatgaggat 


o4oU 


cgtcgggcct 


aaaacctgca 


gcagcacgtg 


gcatggaacg 


ttccccatca 


acgcatacac 


004U 


cacaggccca 


tgcgcaccct 


ccccggcgcc 


aaactattcc 


agggcgctat 


ggcgggtggc 


ODUU 


cgctgaggag 


tacgtggagg 


ttacgcgggt 


gggggatttc 


cac'tacg'tga 


cgggcatgac 


DODU 


cactgacaac 


gtaaagtgcc 


catgccaggt 


tccggcccct 


gaa't'tc't'tca 


OP OP J V "V OP OP A 

cxgaggx gga 


O r 


tggagtgcgg 


ttgcacaggt 


acgctccggc 


g Lgcaaaccc 


^\ ^\ ^> ^> or OP OP 

cxccxacggg 


aggaggxcac 


U 1 OU 


attccaggtt 


gggctcaacc 


aaxacc Lggx 


xgggxcacag 


cxcccaxgcg 


agcccgaacc 


oo*tu 


ggatgtagca 


gtgctaactt 


ccatgcttac 


cgacccctcc 


cacatcacag 


cagagacggc 


6900 


aaagcgtagg 


ctggctaggg 


ggtctccccc 


ctccttggcc 


agttcttcag 


ctagccagtt 


6960 


atctgcgcct 


tccttgaagg 


cgacatgcac 


tacccatcat 


gactccccgg 


acgttgacct 


7020 


catcgaggcc 


aacctcctgt 


ggcggcagga 


gatgggcggg 


aacatcaccc 


gcgtggagtc 


7080 
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agagaataag 


gtagtaattt 


tggactcttt 


cgatccgctc 


cgagcggagg 


aggacgagag 


7140 


ggaaccatcc 


gttgcggcgg 


agatcttgcg 


gaaaaccaag 


aggttccccc 


cggcgatgcc 


TO A/^ 

7Z00 


catatgggca 


cgcccggatt 


acaaccctcc 


gttgctagag 


tcctggaaag 


acccggacta 




cgtccctccg 


gtggtacacg 


ggtgcccgct 


accacctacc 


aaagctcctc 


cgataccacc 


iJO OA 

loZO 


cccacggaga 


aagaggacgg 


tagtcctgac 


agagtccact 


gtgtcttctg 


ccttggcgga 


7380 


gcttgctact 


aagacctttg 


gcagctccgg 


gtcgtcggcc 


gtcgacagcg 


gcacggcaac 


7440 


tgctcctccc 


gaccaggctt 


ccgacgacgg 


cgaccaagga 


tctgacgttg 


agtcgtattc 


7500 


ctccatgccc 


cctcttgagg 


gagagccggg 


ggaccccgat 


ctcagcgacg 


ggtcttggtc 


7560 


taccgtgagc 


gaggaggccg 


gtgaggacgt 


catctgctgc 


tcaatgtcct 


acacatggac 


7620 


aggcgccttg 


atcacgccat 


gcgccgcgga 


ggaaagcaag 


ttgcccatca 


acccgttgag 


7680 


caactctttg 


ttgcgtcacc 


acaacatggt 


ctatgctaca 


acatcccgca 


gcgcaggcct 


7740 


acggcagaag 


aaggtcacct 


ttgacagact 


gcaagtcctg 


gacgaccact 


accgggacgt 


7800 


gctcaaggag 


atgaaggcga 


aggcgtccac 


agttaaggct 


aaactcctat 


ccatagaaga 


7860 


agcctgtaag 


ctgacgcccc 


cacattcggc 


cagatccaaa 


tttggctatg 


gggcaaagga 


7920 


cgtccggaac 


ctatccagca 


aggccgttaa 


ccacatccgc 


tccgtgtgga 


aggacttgct 


7980 


ggaagacact 


gagacaccaa 


ttgacaccac 


cgtcatggca 


aaaagtgagg 


ttttctgcgt 


8040 


ccaaccagag 


aaaggaggcc 


gcaagccagc 


tcgccttatc 


gtattcccag 


acttgggggt 


8100 


tcgtgtatgc 


gagaagatgg 


ccctttatga 


cgtggtctcc 


acccttcctc 


aggccgtgat 


8160 


gggctcctca 


tacggattcc 


agtactcccc 


tggacagcgg 


gtcgagttcc 


tggtgaatgc 


ooo/\ 

8220 


ctggaaatca 


aagaaatgcc 


ctatgggctt 


ttcatatgac 


acccgctgtt 


ttgactcgac 


8280 


agtcactgag 


agtgacatcc 


gtgttgagga 


gtcaatttac 


caatgttgtg 


acttggcccc 


8340 


cgaagccaga 


caggccataa 


agtcgctcac 


agagcggctt 


tacattgggg 


gtcccctgac 


8400 


caattcaaaa 


gggcagaact 


gtggctatcg 


ccggtgccgc 


gcgagtggcg 


tgctgacgac 


8460 


cagctgcggt 


aataccctta 


catgttactt 


gaaggcctct 


gcagcctgtc 


gagctgcaaa 


OC O A 


gctccgggac 


tgcacgatgc 


tcgtgaacgg 


agacgacctc 


gtcgtcatct 


gtgagagtgc 


oboO 


gggaacccaa 


gaggatgagg 


cgaacctacg 


agtcttcacg 


gaggctatga 


ctaggtattc 


8640 


tgcccccccc 


ggggacccgc 


cccgaccaga 


atacgacttg 


gagctaataa 


catcatgttc 


8700 


ctccaatgtg 


tcggtcgcgc 


acgatgcatc 


tggcaaaagg 


gtatactacc 


tcacccgcga 


8760 


cccctccacc 


ccccttgcac 


gggctgcgtg 


ggagacagct 


agacacactc 


cagttaattc 


8820 
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ctggctaggc 


aacatcatta 


tgtatgcgcc 


ccatttcttc 


tccatccttc 


tagcccagga 


ctacggggcc 


tgttactcca 


ttgagccact 


tggtcttagc 


gcattttcac 


tccatagtta 


atgcctcagg 


aaacttgggg 


taccaccctt 


ccgcgctaag 


ctgctgtccc 


agggggggag 


ctgggcagta 


aggaccaagc 


tcaaactcac 


gtccagctgg 


ttcgtggctg 


gttacagcgg 


ccgaccccgc 


tggttcatgt 


tgtgcctact 


gctccccaac 


cgataaacgg 


ggagctaaac 


tttttttttt 


ttttttcttt 


tttttttttt 


ctttcttttg 


tttttttttt 


ttttcttctt 


gctagctgtg 


aaaggtccgt 


gagccgcatg 


gcagatcatg 


t 





caccttatgg gcaaggatga ttctgatgac 8880 
gcaacttgaa aaagccctgg attgccagat 8940 
tgacctacct cagatcattg aacgactcca 9000 
ctctccaggt gagatcaata gggtggcttc 9060 
gcgagtctgg agacatcggg ccagaagtgt 9120 
ggctgccact tgtggtaagt acctcttcaa 9180 
tccaatcccg gcagcgtccc agttggactt 9240 
gggagacata tatcacagcc tgtctcgtgc 9300 
cctactttca gtaggggtag gcatctacct 9360 
actccaggcc aataggccat ttcttttttt 9420 
tttttttttt tttttttttt tttttttttt 9480 
tttggtggct ccatcttagc cctagtcacg 9540 
actgcagaga gtgctgatac tggcctctct 9600 

9611 
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Box No. I Nucleotide and/or amino add sequenee(s) (Continuation of iteml.b of the first slieet) 



1 . With regard to ai^ nucleotide and/or amino acid sequence disclosed in fbe international q>plication and necessaxy to the claimed 
invention, the international search was carried out on the basis of: 

a type of material 

I ^ I a sequence listing 

table(s) related to the sequence listmg 

b. format of material 

in written format 
I ^ I in computer readable form 

c. time of filing/fumishing 

contained in the international application as filed 
I X I filed together with the international application in computer readable form 
fiimished subsequently to this Authority for the purposes of search 

2. In addition, in the case that more than one version or copy of a sequence listing and/or table relating thereto has been filed 

or furnished, the required statements that the information in the subsequent or additional copies is identical to that in the 
application as filed or does not go beyond the application as filed, as appropriate, were fiimished. 
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This international search lepoit has not been established in respect of certain claims under Article 17(2)(a) fi>r the following reasons: 

1- [3 Claims Nos.: 13 

because they relate to subject matter not required to be searched by this Authority, namely: 
The invention according to claim 13 pertains to methods for treatment of 
the human body by surgery or therapy and thus relates to a subject matter which 
this International Searching Authority is not required, under the provisions 
of Article 17(2) (a) (i) of the PCT and (continued to extra sheet) 

Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meanhigfiil international search can be carried out, spedfical^ 



3- CH ClaunsNoa: 

because they are dependent claims and are not drafted hi accordance with the second and third sentences of Rule 6.4(a). 



Box No. in Observations where unity of invention is lacking (Continuation of item 3 of first sheet) 

This International Searching Authority found multiple inventions in this international application, as follows: 
(See extra sheet.) 



1 . d] As all required additional search fees were timely paid by the applicant, this mtemational search report covers all seardiable 
claims. 

2- LH As all searchable claims could be searched without efibrt justing an additional fee, this Authority did not mvite payment of 
any additional fee. 

3. □ As only some of the required additional search fees were timely paid by the q)plican^ tfiis international seardi report covers 
only those claims for which fees were paid, specifically claims Nos.: 



4- CE] No required additional search fees were timely paid by the applicant Consequently, this international search report is 
restricted to the invention first mentioned in the daims; it is covered by claims Nos.: 
In the inventions as set forth in claims 1 to 6, 11 and 12, the parts other 
than those relating to claims 7 to 10. 

Remark on Protest j^e additional search fees were accompanied by the applicant's protest. 

! ! No piOicSt accompanied the payment of additional search ices. 
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There is no chemical structure common to oligoribonucleotides having 
the nucleotide sequences represented by SEQ ID NOS:20 to 34 as set forth 
in claims 7 and 8 and oligoribonucleotides having the nucleotide sequences 
represented by SEQ ID NOS:47 to 55 as set forth in claims 9 and 10 but 
these oligoribonucleotides are common to the inventions according to claims 

I to 6 and other inventions according to claims 7 to 10 exclusively in 
being an oligoribonucleotide seqiience-specif ically binding to BNA of 
hepatitis C virus. 

However,, document 1 reports RNA molecules which are oligonucleotides 
stabstantially complementary to a part of hepatitis C virus RNA, contain 
a sequence selected from among a group consisting of specific SEQ ID NOS 
and have a length of 12 to 28 nucleotides (claims 25 to 50)- 

Also, dociiment 2 reports an antisense RNA against a partial sequence 
of the 5'-non-translational region of hepatitis C virus genome (claim 
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Since the RNA molecules described in the above documents 1 and 2 are 
oligoribonucleotides sequence-specif ically binding to hepatitis C virus 
RNAr being an oligoribonucleotide sequence-specif ically binding to 
hepatitis C virus RNA cannot be considered as a special technical matter 
in the meaning within PCT Rule 13.2. 

Among the inventions as set forth, in claims 1 to 12, therefore, the 
group of inventions relating to the oligoribonucleotides having the 
nucleotide sequences represented by SEQ ID NOS: 20 to 32 as set forth in 
claims 7 and 8 and the group of inventions relating to oligoribonucleotides 
having the nucleotide sequences represented by SEQ ID NOS: 47 to 55 as 
set forth in claims 9 and 10 are not considered as a group of inventions 
so linked as to form a single general inventive concept but recognized 
as groups of 24 inventions relating reispectively to 24 oligoribonucleotides 
different from each other. 

Such being the case, there is no special technical matter common to 
all claims. The inventions according to claims 1 to 12 have 25 groups 
of inventions, i.e., in the inventions as set forth in claims 1 to 6, 

II and 12, the parts other than those relating to claims 7 to 10, and 
in the inventions according to claims 7 to 9 and the inventions according 
to claims 10 to 12 depending thereon, the parts relating respectively 
to 24 oligoribonucleotides represented by SEQ ID NOS: 20 to 32 and 47 to 
55. 
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